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AEROPHAGIA / DYSPHAGIA/ ANOREXIA/ RETCHING / COLITIS/ G.I. SPASM 


PYROSIS/ FLATULENCE/ CARDIOSPASM/ FUNCTIONAL G.!. DISTURBANCES 
NAUSEA / DYSPEPSIA / SPASTIC COLON / PEPTIC ULCER / GASTRITIS 
PYLOROSPASM / PRURITUS ANI / UPPER ABDOMINAL DISCOMFORT 
DIARRHEA / GLOBUS HYSTERICUS / INTESTINAL HYPERMOTILITY 


LIBRIUM 


4-oxide hydrochiornde 


Librium covers a wider range of anxiety-linked symptoms than any tranquilizer or 
other “equanimity-producing” agent; provides superior, safer, faster control of com- 
mon emotional disturbances—with no sacrifice of mental acuity, no dulling of the 
personality. A marked advantage of Librium therapy: complete freedom from G. I. 
side effects;? in particular —no superimposed diarrhea, no nausea, no constipation.” 
Librium studies of particular significance in the area of gastro- 
intestinal disorders: 1. D. C. English, Curr. Therap. Res., 2:88, 
cLROCHE), 1960. 2. L. J. Thomas, Dis. Nerv. System, 21:(Suppl.), 40, 1960. 
Ly ROCHE 3. H. H. Farb, ibid., p. 27. 4. G. L. Usdin, J. Louisiana M. Soc., 

OS} LABORATORIE 112:142, 1960. 5. M. E. Smith, Am. J. Psychiat., 117:362, 1960. 
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The Weeders, Van Gogh, Bernard Koehler Collection, Berlin 


Essential in moving external masses, but potentially dangerous in moving the 
bowels, since vascular accidents may be precipitated in heart patients by 
excessive straining at stool. For cardiac patients with constipation, Metamucil 
adds a soft, bland bulk to the bowel contents to stimulate normal peristalsis 
and also to hold water within stools to keep them soft and easy to pass. Thus 
Metamucil, with an adequate water intake, induces natural elimination with a 
minimum of straining. Metamucil also promotes regularity through ‘‘smooth- 
age”’ in all types of constipation. 


brand of psyllium hydrophilic mucilloid 


Metamuc! 


Available as Metamucil powder or as the new lemon-flavored Instant Mix Metamucil 
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New! 


For pain, distention and distress 


due to gastrointestinal gas! 


Bloating, belching, borborygmus or flatulence — 
whatever the symptoms of gastrointestinal gas, 
Phazyme provides uniquely effective relief. 
Phazyme is the first comprehensive treatment 
for gastrointestinal gas that combines both 
digestive enzymes and gas-releasing agents — 
dual action that provides far better results than 
either agent alone. Digestive enzymes minimize 
gas formation resulting from digestive disor- 
ders or food intolerance. The gas-releasing 
agent, specially activated dimethyl polysilox- 
ane, breaks down gas-enveloping membranes 
—prevents gas entrapment. A two-phase tablet, 


Phazyme releases these active components in 
the environments best suited to their actions— 
stomach or small intestine. 

Phazyme is ideal medication for relieving gas 
distress in patients on the currently popular 
900-calories-a-day diet. It is also recom- 
mended as routine therapy for cardiac patients 
to prevent gas from aggravating, complicating 
or simulating angina. 

DOSAGE: One tablet with meals and upon retiring, or as re- 
quired. SUPPLIED: As two-phase release 
bottles of 50 and 100 


REED & CARNRICK/ Kenilworth, New Jersey REN 


pink tablets, in 


minimizes gas formation e prevents gas entrapment 
™ 
PHAZY ME... 


When anxiety adds to the gas problem — 


Phazyme with Phenobarbital 


The Phazyme formula with % gr. phenobarbital. Supplied 
in bottles of 50. Phenobarbital may be haoit forming. 


BLOATING, BORBORYGMUS, 
BELCHING, FLATULENCE 
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When 
smooth 
muscle 
spasm 
gets 
rough 
on your 


patients 


Like oil on troubled waters... 


Formula 


D L TABLETS 
L CAPSULES 
D L ELIXIR (per 5 cc.) 


Hyoscyamine Sulfate.. ....0.1037 mg. 
Atropine Sulfate ............ 6.0194 mg. 
Hyoscine Hydrobromide..0.0065 mg. 
Phenobarbital (% gr.).... 16.2 mg. 


DONNATAL® EXTENTABS® 
(Extended Action Tablets) 


Each Extentab (equiva- 
lent to 3 Tablets) pro- 
vides sustained 1-tablet 
effects...evenly, for 10 to 
12 hours — all day or all 
night on a single dose. 


provides superior spasmolysis 


through provision of natural belladonna 
alkaloids in optimal ratio, with phenobarbital 


A.H. ROBINS CO.,INC., RICHMOND 20, VA, 
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for potential ulcer... 
to relieve tensions and to inhibit 
hypermoulity and hypersecretion 


PATHIBAMATE 


é with meprobamate 


_ highly effective w th minimal side effects for therapeutic/prophylactic treatment of duodenal ulcer, gastric ulcer. intestinal colic 
spastic and irritable coton, ileitis, esophageal spasm, anxiety neurosis with gastrointestinal symptoms, gastr hypermotility 
r 
CONTRAINDICATIONS: glaucoma; pyloric Oustruction; obstruction of the urinary bladder neck. Request complete information on 


indications, dosage, precautions and contraindications from your Ledefle representative or write to Medical Advisory Department 
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for patent ulcer... 
to relieve tensions and to inhibit 
hypermotility and hypersecretion 


PAXTHIBAMATE 


d 2 tablets.at bedtime - PATHIBAMATE-200 (limited 
1 dat taklate a? hadhin n4 raennn Dathihame ‘ 
1 ( ibiets at mea é,and Z tabiels al Deduime Adjust to patient response. tach Pathibamate-200 
hamat Dathihamat AM) tahloto ntain 400 ma arnahamat 


GAD LEDERLE LABORATORIES, A Division of AMERICAN CYANAMID COMPANY, Pearl River, New York 


\ 
5 
\ 
4 
< = 
Bey. 
neprobamate effect 


*patients requiring high 
or prolenged 
antibiotic dosage 


*women, 
during pregnancy 
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IN BRIEF \ 


Terrastatin (oxytetracycline with glu- 
cosamine and nystatin) provides the 
established antibiotic dependability of 
Terramycin® plus the potent antifun- 
gal activity of nystatin, which has a 
significant prophylactic action against 
intestinal monilial overgrowth. 


INDICATIONS: Effective against both 
gram-positive and gram-negative bac- 
teria, rickettsiae, spirochetes, large 
viruses, and certain parasites (amebae, 
pinworms), Terrastatin is indicated in 
a great variety of infections due to sus- 
ceptible organisms, e.g., infections of 
the respiratory, gastrointestinal, and 
genitourinary tracts, surgical and soft- 


* 


*infants 


wherever 
monilial superinfection 
is a particular hazard* 


Terrastatin’ 


OXYTETRACYCLINE WITH GLUCOSAMINE PLUS NYSTATIN 


capsules and for oral suspension 


the antibiotic effectiveness of 
Terramycin enhanced 
with antifungal activity 


*pnatients 


receiving 
corticosteroid 
therapy 


*diabetics 
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SIDE EFFECTS AND PRECAUTIONS: If 
superimposed infection caused by re- 


w sistant staphylococci is observed, the 
antibiotic should be discontinued, and 


debilitated or 
elderly patients 


/ a therapeutic trial of other antibiotics 
as indicated by susceptibility testing 
may be initiated. Aluminum hydroxide 
gel has been shown to decrease anti- 
biotic absorption and is therefore con- 
traindicated. Glossitis and allergic re- 
actions are rare. Nystatin is virtually 
nontoxic and nonsensitizing ; side effects 
are seldom observed. There are no 
knowncontraindications to glucosamine. 


SUPPLIED: Terrastatin Capsules, 250 
mg. of oxytetracycline with 250 mg. of 


tissue infections, ophthalmic and otic infections, and many others. glucosamine and 250,000 units of 
The added protection afforded by Terrastatin against monilial nystatin, bottles of 50. Terrastatin for 
superinfection is especially important for those patients who Oral Suspension, each 5 cc. teaspoonful 
are most likely to be susceptible to the overgrowth of Candida of reconstituted suspension contains 


albicans. 


ADMINISTRATION AND DOSAGE: Adults: Dosage providing 1 Gm. 


125 mg. of oxytetracycline with 125 mg. 
of glucosamine and 125,000 units of 
nystatin, 60 cc. bottles. 


of oxytctracycline daily in four divided doses is usually effective. 
In severe infections, 2-4 Gm. daily may be indicated. Infants and More detailed professional information 
children: 10-20 mg. of oxytetracycline per lb. of body weight daily. available on request. 


~ Science for the world’s well-being 


Pfizer prizer Division, Chas. Pfizer Co., Inc. New York 17, New York 
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IN MANY GASTROINTESTINAL DISORDERS, 
you may wish to try the simple measures first...dietary control, a 
good antacid, drastic reduction of smoking 
and drinking. Some of the less complicated 
gastrointestinal disorders will respond to 
this common-sense regimen. On the other 
hand, in many cases you will decide upon 
an anticholinergic. And while you're plan- 
ning the over-all regimen, one conclusion 
probably becomes inescapable: any lasting 
improvement depends also on control of the emotional component. 


FOR COMPREHENSIVE MANAGEMENT, 


Librax combines two exclusive developments of Roche research in 
a single capsule: Librium, the successor to 
the tranquilizers and Quarzan, a superior 
new anticholinergic agent. Librax helps 
control the anxiety and tension so frequent- 
ly associated with gastrointestinal disor- 
ders; does not cause diarrhea or other 
undesirable effects in the digestive tract. 
Quarzan offers effective antispasmodic- 
antisecretory action; produces fewer, less pronounced side reac- 
tions than other anticholinergic agents. Clinical trials have estab- 
lished the value of Librax specifically in the following conditions: 
peptic ulcer, gastritis, hyperchlorhydria, duodenitis, pylorospasm, 
ulcerative or spastic colitis, biliary dyskinesia, cardiospasm, and 
other functional or organic disorders of the gastrointestinal tract. 


Each Librax capsule provides 5 mg 
Librium HCl and 2.5 mg Quarzan Br. 


Consult literature and dosage 


information, available on NEW 
request, before prescribing. 

LIBRAX™™ 

LIBRIUM® — 7-chloro-2-methylamino- 

5-phenyl-3H-1,4-benzodiazepine 4-oxide 

QUARZAN® — 1-methyl-3- 

benziloyloxyquinuclidinium 


CAUSE =EFFEGT THERAPY 
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**Outstanding Contribution’ in Cholangicgraphy 


Rapid Optimal Opacification: 
Within 15 minutes, Cholografin 
outlines hepatic and common 
ducts even after cholecystec- 
tomy, reveals biliary ducts in 
about 25 minutes, and com- 
pletely opacifies the gallbladder 
within 24% hours.’* 


High Diagnostic Accuracy: 
Accuracy in diagnosing bile 
duct disease in postcholecystec- 
tomized patients is reported to 
be 86%.’ In another series,’ 
Cholografin permitted diagnos- 
tic interpretation in almost 70% 
of patients with chronic chole- 
cystitis. 


“With Little Risk”* No hepatic 
or renal toxicity, no delayed re- 
actions have been observed.” 
Cholografin “is the method of 
choice’’* for gallbladder visuali- 
zation in infants. 


Chologratin 


Sodium / Methylglucamine 


Duogratin Squibb Diatrizoate and Iodipamide Methylglucamines for rapid 


visualization of biliary and renal tracts in routine examinations or differential diagnosis 


Supply: Cholografin Methylglucamine Squibb Iodipamide Methylglucamine Injection U.S.P. is sup- 
plied in 20 ce. sizes, with sufficient excess for sensitivity testing. 


Cholografin Sodium Squibb Iodipamide Sodium Injection N.F. is supplied in cartons containing 
two 20 cc. ampuls with sufficient excess for sensitivity testing. 


Duografin is supplied in bottles of 50 cc. 


For full information, see your Squibb Product Reference or Product Brief. 


References: (1) Cohn, E. M.: Am. J. Gastroenterol. 35:115 (Feb.) 

1961. (2) Jones, M. D.; Sakai, H.; and Rogerson, A. G.: J. Pediat. 

53:172 (Aug.) 1958. (3) Machella, T. E.: Gastroenterology 34:1050 

(June) 1958. (4) Orloff, T. L.: Am. J. Roentgenol. 80:618 (Oct.) 

1958. (5) Johnson, G., Jr.; Pearce, C.; and Glenn, F.: Ann. Surg. \ q . 

152:91 (July) 1960. (6) McClenahan, J. L.: Pennsylvania M. J. SEREE Squibb Quality — 


- Pleasant taste - session with antibiotics - * Uniform consistency 


Parepectolin; each fluid ounce—Paregoric (equivalent) 1.0 dram, Pectin 2.5 gr., Kaolin (specially g s of 4 and 8 fluid ounces 


WILLIAM H. RORER. INC. roRT WASHING T¢ 
LJ — 
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uninterrupted relief 
of anxiety and tension 


Meprobamate, Wyeth 


Maintains control through 
controlled release 


Now EQuanit with the added convenience 
of twice-a-day dosage. EQuaANnit L-A con- 
trolled-release capsules provide uninterrupted 
control of anxiety and tension. 


Effective and specific in action, EQUANIL L-A 
does not produce ataxia, extrapyramidal symp- 
toms, or undue sedation. Side reactions are 
rare; held to a minimum by freedom from 
cumulative effect. 

For further information on limitations, administration 


and prescribing of EQuani £-A, see descriptive 
literature or current Direction Circular. 


Wyeth Laboratories Philadelphia 1, Pa. 


Helps manage the GI patient all through the day and night 


NEW 
| LA 


Acts as well 
in people 


neutralizes 


as in 40 to 50 per cent 
faster — 


test tubes 


Neutralization 
with standard 
aluminum hydroxide 


Following determination of basal secretion, 
2.0 intragastric pH was determined 
a> continuously by means of frequent 
/ readings over a two-hour period 


Minutes 20 40 60 


New Creamalin 


Antacid Tablets 


Buffers fast’ for fast relief of pain— 
takes up more acid 


Heals ulcer fast—action more prolonged in vivo 


Has superior action of a liquid, with the 
convenience of a tablet’ 
Each new Creamalin antacid tablet contains 320 mg. of specially 
processed, highly reactive dried aluminum hydroxide gel (stabilized 
with hexitol) with 75 mg. of magnesium hydroxide. New Creamalin 
tablets are pleasant tasting and smooth, not gritty. They do not cause 
constipation or electrolyte disturbance. 
Dosage: Gastric hyperacidity — from 2 to 4 tablets as needed. 
Peptic ulcer or gastritis — from 2 to 4 tablets every two to four hours. 
How Supplied: Creamalin Tablets, bottles of 50, 100, 200 and 1000. 
Also available: New Creamalin Liquid (1 teaspoon=1 tablet), 
bottles of 8 and 16 fl. oz. 
References: 1. Schwartz, I, R.: Current Therap. Res. 3:29, Feb., 1961. 
2. Beekman, S. M.: J. Am. Pharm. A. (Scient. Ed.) 49:191, April, 1960. 
3. Hinkel, E. T., Jr.; Fisher, M. P., and Tainter, M. L.: J. Am. Pharm. A. 

. (Scient. Ed.) 48:381, July, 1959. 4. Data in the files of the Department 

LABORATORIES of Medical Research, Winthrop Laboratories. 5. Hinkel, E. T., Jr. ; Fisher, M. P., 


New York 18, N.Y. and Tainter, M. L.: J. Am. Pharm. A. (Scient. Ed.) 48:384, July, 1959. 
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IN FUNCTIONAL G.I. AND 
BILIARY DISTURBANCES 

... 0 EACH PATIENT 
ACCORDING TO THE NEED 


DECHOLIN-BB 


Hydrocholeretic « Antispasmodic « Sedative...to reduce 
TENSION and anxiety-induced dysfunction of G.I. and bili- 
ary tracts...and also relieve both smooth-muscle spasm and 
biliary /intestinal stasis 


butabarbital sodium 
(Warning—may be habit forming) 
dehydrocholic acid, AMES 


belladonna extract ... 10mg. (% 


DECHOLIN 


with Belladonna 


Hydrocholeretic—Antispasmodic...to relax SPASM of 
smooth muscle of G.I. tract and sphincter of Oddi...and 
also counteract biliary/intestinal stasis 


dehydrocholic acid, AMES ..... .....250 mg. (3% 
belladonna extract ... 10 mg. (% gr 


DECHOLIN 


Hydrocholeretic...to combat STASIS in bowel and biliary 
tract by activating biliary function with a greatly increased 
flow of aqueous “therapeutic” bile 


dehydrocholic acid, AMES ...... 250 mg. (3% gr.) 


stasis 


Average adult dose: 1 or, if necessary, 2 tablets three times daily. 

Side effects: DeCHOLIN by itself, or as an ingredient, may cause transitory diarrhea. Belladonna in 
DECHOLIN with Belladonna and DECHOLIN-BB may cause blurred vision and dryness of mouth. 
Contraindications: Biliary tract obstruction, acute hepatitis, and (for DECHOLIN with Belladonna and 
DeECHOLIN-BB) glaucoma. 

Precautions: Periodically check patients on DecHoLIn with Belladonna and Decuotin-BB for increased 
intraocular pressure. Also observe patients on DecHo.IN-BB for evidence of barbiturate habituation or 
addiction, and warn drivers against any risk of drowsiness. 

Available: DECHOLIN-BB, in bottles of 100 tablets; DecHOLIN with Belladonna and Decuo in, in bottles of 
100 and 500. 


AMES 


COMPANY, INC 
Elkhart « Indiana 
Toronto * Canada 
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NEWER TRENDS IN THE CHEMOTHERAPY OF ADVANCED 
GASTROINTESTINAL CANCER*} 


JOHN D. HURLEY, M.D.} 
LOREN J. YOUNT, M.D.*° 
and 
EDWIN H. ELLISON, M.D.*** 
Milwaukee, Wis« 


The use of antitumor agents in the treatment of advanced cancer is now 
fairly well established. The usefulness of these agents is, however, not as well 
documented. Most of the intestinal tract cancers under discussion in this report 
have been either a responsive or only briefly responsive to such therapy 
as reported to date'*. The use of anticancer chemicals is, however, useful and 
rewarding, at times, in some of the tumor areas under discussion. The avail- 
ability of newer agents and combinations of agents has promised some increase 
in the palliation of these tumor areas and further exploration seems warranted. 
Previous publications from this Tumor Clinic have emphasized many of the 
problems associated with cancer chemothe srapy; the agents and treatment sched- 
ules and results of such therapy*’. Because of the frequent changes in treatment 
regimes, available drugs and cael of therapy, it is worthwhile to review such 
therapy periodically. 


Squamous carcinoma of the esophagus is resistant to all available forms of 
antitumor therapy. Of 20 patients treated to date in our clinic, no evidence 
of antitumor effect has been seen. Therapy with newer combinations and re- 
cently available newer agents has accomplished nothing more in terms of 
significant palliation for this disease. The rapid downhill course in these patients 
*Read before the Central Regional Meeting of the American College of Gastroenterology, 
Milwaukee, Wisc., 16 April 1961. 

tDivision of Surgery, Marquette University School of Medicine and the Department of 
Surgery, Milwaukee County Hospital. 

tAssistant Professor of Surgery, Marquette University School of Medicine and Assistant 
Director of Surgery, Milwaukee County Hospital. 

**Resident in Surgery, Milwaukee County Hospital. 
**°Professor and Chairman, Division of Surgery, Marquette University School of Medicine. 
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provides a useful yardstick for evaluating response to antitumor agents as newer 
ones become available. The debility and cachexia seen with this disease should 
be corrected and a reasonable nutritional status maintained during therapy to 
avoid the adverse effects of anticancer therapy in severely debilitated patients. 


Carcinoma of the stomach has been more responsive to antitumor therapy 
and carcinolytic effects have been seen with a number of agents or combina- 
tions of agents. Ten of 31 patients treated with 5-FU have demonstrated a partial 
response to therapy for an average of almost 5 months. Toxicity with this agent 
is frequent at dosage levels necessary to obtain a useful remission and drug 
deaths are seen. Monthly courses of therapy are essential to maintain the 
benefits seen. Unfortunate ly, after these brief remissions, the inevitable progres- 
sion of the tumor resumes and death from disease occurs. Only occasional 
patients treated with triethylene thiophosphoramide (TSPA) or nitrogen mus- 
tard (HN) have been benefited, even temporarily (4 of 26 in our series). Of 
greater interest has been the response seen with combination drug therapy. 
Eight of 18 patients so treated have been benefited for an average of almost 
six months. The combinations utilized have included an alkylating agent (HNoe, 
TSPA or triethylene melamine) and an antimetabolic agent (6-mercaptopurine 
or methotrexate) or an antibiotic antitumor agent (actinomycin D or mitomycin 
C). The dosage of these agents is still somewhat variable and these combina- 
tions are quite toxic, but the carcinolytic benefits seen have been most grati- 
fying. Some of the newer agents have also demonstrated antitumor effects but 
more cases and more time and study are necessary for a more complete evalu- 
ation. 

Carcinomas of the hepatobiliary area are uncommon and respond only 
occasionally to available agents. Of the 18 patients seen and treated to date, 
six have manifested a useful and beneficial response. Of the 10 patients treated 
with either TSPA or HNo, 3 have been usefully palliated for an average of 4 
months. Three of five patients treated with combination drug therapy, as out- 
lined above, have been usefully palliated for an average of over 8 months. 
Palliation was most prolonged and dramatic in one patient treated with a 
primary hepatoma (14 months). None of the three patients treated with 5- 
fluorouracil demonstrated any carcinolytic effect with this agent. The patient 
most likely to benefit is the patient with a primary tumor with regional spread 
without icterus or ascites. 


Carcinomas of the pancreas have been most resistant and unresponsive to 
available agents until the use of intensive, repeated courses of 5-fluorouracil 
(5-FU) was evaluated. None of 6 patients treated with either HNo or TSPA 
was benefited by such therapy. Only one of five patients treated with combina- 
tion therapy demonstrated a useful antitumor effect. 11 of 26 patients treated 
with 5-FU, however, have had useful and significant palliation for an average 
of over seven months. Relief of icterus, decrease in pain, weight gain and 
marked increase in performance status, have been the benefits seen with this 
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therapy. Two of these patients have had useful palliation for over 12 months 
and continue to do well. Palliation is most marked and most prolonged in 
patients in whom some form of by-pass surgery has been done before therapy 
with 5-fluorouracil. The response of pancreatic carcinoma can be most gratify- 
ing with the use of 5-fluorouracil, but requires repeat courses at monthly inter- 
vals and moderate to severe toxicity to maintain benefit. 


One hundred ninety-seven patients with carcinoma of the colon have been 
treated by our group with useful palliation (decrease in tumor mass, relief of 
partial obstruction and/or pain, weight gain and improved performance status 
for at least three months) seen in 56 of these. Here, as with pancreatic tumors, 
the most useful agent has been 5-FU. 5-fluorouracil therapy has given the most 
useful and most prolonged benefit of all the treatment regimes studied. Thirty- 
five of 104 treated were benefited for an average of almost 6 months. Three of 
these have been benefited for 12 or more months. Drug toxicity is, of necessity, 
frequent and drug deaths were seen but most often in the cachetic, debilitated 
and elderly patient. Combination drug therapy accounted for benefit in 10 of 
33 patients so treated but with an average response of less than 6 months and 
with no response maintained for more than 10 months. Only occasionai responses 
were seen in the patients treated with HNo, TSPA or TEM therapy. Patients 
with locally or regionally confined disease responded most frequentiy to anti- 
tumor therapy and those with massive hepatic metastases were least likely to 
respond to any form of cancer chemotherapy. The treatment of colonic tumors 
with 5-fluorouracil seems most useful in our experience. 


Twelve patients with distal colonic or rectal carcinomas were treated by 
means of pelvic perfusions utilizing a variety of agents with benefit observed 
in seven of these. This approach is still experimental but seems useful in selected 
patients. The adjuvant therapy of operable cancers of the gastrointestinal 
tract, particularly, stomach and colon, is still being evaluated but results with 
the agents utilized to date have not been particularly impressive. Newer and 
less toxic agents are needed in this area to allow for greater benefit. 


SUMMARY 


Beneficial response of certain advanced gastrointestinal tract carcinomas, 
particularly pancreas and colon, has been seen utilizing 5-fluorouracil therapy. 
Such therapy seems warranted in the more than occasional patient seen with 
this disease. 


Esophageal carcinomas have not been benefited to date with any of the 
available agents. 


Occasional benefit is seen with combination drug therapy in gastric or 
hepatobiliary tract cancers. More study of drug combinations and the use of 
newer drugs may allow for even greater benefit in these areas. 
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The perfusion method of treatment may offer selected patients with colonic 
rectal cancers useful palliation and this method deserves further exploration. 


REFERENCES 
Field, J. B.: Chemotherapy in the management of malignancies of the gastrointestinal 
tract. Amer. J. Gastroent. 34:17 (July), 1960. 
Schell, R. F. and Hall, B. E.: Experience with Triethylene Melamine (TEM) and Tri- 
ethylene Thiophophoramide (Thio-TEPA) in recurrent or metastatic solid tumors. Surg. 
Gynec. Obstet. 105:459, 1958. 
Ansfield, F. J. and Curreri, A. R.: Further studies with 5-Fluorouracil. J. Nat. Cancer 
Inst. 22:497, 1959. 
Hurley, J. D., Ellison, E. H.: Chemotherapy of solid cancer arising from the gastro- 
intestinal tract. Ann. Surg. 152:568, 1960. 
Hurley, J. D., Ellison, E. H., Riesch, J. D. and Schulte, W. J.: Chemotherapy of solid 
carcinoma. J.A.M.A. 174:1696, 1960. 
Hurley, J. D., Wall, T., Worman, L. W. and Schulte, W. J.: Experiences with pelvic 
perfusion for carcinoma. A.M.A. Arch. Surg. 83:111, 1961. 
Hurley, J. D., Trump, D. S., Flatley, T. J. and Riesch, J. D.: A method of selecting 
patients for cancer chemotherapy. A.M.A. Arch, Surg. 83:611, 1961. 


\, 

644 

2. 
x 
4. 

6. 

| 


THE DIETARY AND MEDICINAL TREATMENT 
OF POSTGASTRECTOMY SYMPTOMS 


EMIL GRIBOVSKY, M.D., F.A.C.G.* 
Huntington, W. Va. 


Surgical treatment of benign gastric and duodenal ulcer has been resorted 
to, of recent years, with increasing frequency, the procedure of choice in the 
majority of cases being subtotal or hemisection of the stomach. Distal and 
proximal resections, antral exclusion, antrectomy, sleeve resection and tubular 
resection are other surgical procedures which have been employed in the non- 
medical management of peptic ulcer. These procedures have as their primary 
purpose the suppression or removal of the gastric phase of acid secretion. An 
additional procedure, in some cases, has been vagotomy or vagectomy which is 
intended to abolish the cephalic phase of acid secretion. This is usually em- 
ployed in conjunction with other surgical methods, though it has been employ ed 
alone by some surgeons. 


Penick and Armstrong' in their report of results of subtotal gastrectomy in 
patients with benign peptic ulcer, stated that radical gastrectomy results were 
better than those of more conservative resection. 

Powsner, Holleran and Ross? preferred two-thirds distal gastrectomy with 
antecolic, anti-isoperistaltic Polya anastomosis with subdiaphragmatic vagec- 
tomy. 

Many other surgeons have reported their results with various modifications 
of radical gastrectomy, both here and abroad. 


With such surgery, however, there was noted alteration of the normal 
gastric emptying following excision of the pylorus with its retentive function’, 
lessening of the gastric reservoir with a smaller gastric remnant and the new 
physiologic-mechanical relationship between the stomach and upper small 
bowel. This alteration has produced new symptoms in many cases, symptoms 
which the patient did not have prior to such surgery. These symptoms were 
decidedly new to the patient and in many respects proved challenging to the 
physician in their treatment. Some of these symptoms have been grouped into 
a symptom-complex called the dumping syndrome. 


Mix* was the first to label this symptom-complex in 1922, using the word 
dumping in relation to rapid emptying of the stomach in a gastrojejunostomy. 

Several theories have been advanced to explain away the etiology of the 
symptoms or syndrome. One is that it is based on a mechanical process® wherein 
occurred jejunal distention from the rapid gastric evacuation. 


*Formerly Chief Medical Section and Gastroenterology Out-patient Service, Veterans 
Administration Hospital, Huntington, W. Va. Presently on the Medical Staff, In-patient 
Service. 
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Another theory is that traction on the gastric stump*® by the filled jejunum 
causes the symptoms. 


Glaessner’ in 1940 observed that an early hyperglycemia was the cause of 
the syndrome. 

A meal, rich in carbohydrates, is rapidly absorbed from the jejunum result- 
ing in a sudden rise in blood sugar initiating excessive outpouring of insulin 
with fall in sugar to very low level. 


Krieger et al* provoked the symptoms by administering 50 per cent glucose 
solution to patients who had dumping symptoms as well as some who had no 
symptoms. 

Machella® produced the dumping symptoms in the normal person by intro- 
ducing by intubation hyperosmolar solution directly into the small intestine. 


Weidner et al'® supported the evidence that dumping phenomena are in- 
duced by the rapid introduction of hyperosmolar materials into the jejunum. 


Fisher et al’! showed that intrajejunal administration of hyperosmolar glu- 
cose to normal persons produced the clinical symptoms of dumping. 


Gilbert and Dunlop” believed that dumping syndrome and hypoglycemia 
are identical. 

Schechter and Necheles'* indicated the relationship of dumping symptoms 
to glucose tolerance curve. 


Roberts et al'* reported on the blood plasma volume, electrolyte and elec- 
trocardiogram changes produced by oral administration of hypertonic solutions 
to totally gastrectomized patients. A drop in plasma volume, lowering of the 
serum potassium with ECG changes were noted during the symptoms of dump- 
ing. They suggested that foodstuff introduced into the jejunum is hyperosmolar 
and that a flow of plasma from the mucosal capillaries into the lumen of the 
jejunum occurs with resulting sharp drop in blood volume which stimulates 
pressor receptors thus causing the symptoms. 


Smith” in 1951 noted fall in serum potassium at the end of 60 minutes 
after a test meal. 


Kleiman and Grant'® and Roberts et al'* have noted similar results. Opinion 
was that hypokalemia is in no way related to the dumping syndrome but is 
rather a physiologic response to the rapid introduction of hypertonic glucose 
solution into the jejunum. Thus sugar is rapidly absorbed; when it is deposited 
in the liver as glycogen, potassium is stored with it. Also in response to insulin 
secretion, potassium is transported from the extracellular to the intracellular 
fluid, accounting for the drop in serum potassium. 


Hoffman" in 1939 suggested a nervous mechanism as the cause. The rapid 
entrance of the food into the intestine resulted in a pooling of blood in the 
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splanchnic area mediated through the autonomic system causing the symptoms 
as a result of decrease in cerebral blood flow. 


Steatorrhea with fecal fat loss seems to be caused by poor absorption of 
fat, there being a 15 to 20 per cent loss. There may be an impairment in the 
mixing of food with bile and pancreatic juice, the food often preceding the 
digestive juices down the jejunum. 


Wirts et al'* studied postgastrectomy steatorrhea with I'*!-labeled glycerol 
trioleate and tetracycline. Indications were that malabsorption and weight loss 
may be brought about by heavy growth of bacteria in the afferent limb of 
Billroth II patients. 


Anemia of the megaloblastic type following subtotal gastrectomy has been 
reported. 


Wallenstein’? showed the relationship between iron deficiency and anemia 
and the occurrence of postprandial symptoms following partial gastrectomy for 
peptic ulcer. 


Iron deficiency may occur because of the reduced gastric acidity probably 
keeping dietary iron in the ferric form which is not readily absorbed. There has 
been noted decreased absorption of iron in gastrojejunostomies where the food 
by-passed the duodenal absorptive area. 


Among those reporting in the literature there is a great variation in per- 
centage of such dumpers due to the differences in the understanding of the 
symptoms of gastric dumping. 


Recognition of an early and late dumping symptom-complex is accepted. 
The early symptoms occur during or within 15 to 30 minutes after ingestion of 
food with resultant dizziness, faintness, weakness, sense of fullness, nausea and 
sometimes vomiting, with desire to lie down. Late dumping symptoms occur 
two to three hours after meals, with resultant faintness, weakness, palpitation, 
occasionally syncope, tremors, sweating and sense of hunger. The early symp- 
toms are said to be the result of the mechanical alterations, to the rapid empty- 
ing and hyperperistalsis of the upper portion of the small intestines, while the 
later symptoms are due to the physiologic changes, to the rapidly dropping blood 
sugar from high levels, or to hypoglycemia. 


Failure to gain weight after partial gastrectomy was recognized by Hayes 
et al*. Most of the patients were below their optimum weight after the surgery. 
There occurred in some cases, diarrhea which followed food intake. This was 
said to be due to the sudden distention of the small bowel, increased motility 
resulting in rapid transit time, which may explain the fecal nitrogen and fat 
loss*-*8, Some cases were asymptomatic and weight loss in these probably due 
to inadequate intake of food. Hayes was of the opinion that hospitalization was 
mandatory for the correction of nutritional deficit. He experienced failure in 
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weight gain in patients treated on an ambulatory basis. He fed low carbohy- 
drate, high fat diet in a ratio of 1:1-5 in five to seven patients. 


Pittman and Robinson™ report that dietary management of patients with 
postgastrectomy dumping syndrome has proved to be a most effective treatment; 
that such patients can be treated effectively on an out-patient basis. 


Symptoms of dumping syndrome have been noted in many subtotal gastrec- 
tomized patients coming into the Out-patient Department of the Huntington 
Veterans Administration Hospital. Evident weight loss, loss of a sense of well- 
being and strength and inability to perform the usual work to a degree con- 
sistent with earning an adequate income have spurred an effort to correct these 
disability symptoms. Characteristically, most expressed themselves as being free 
of the preoperative pain for which many were thankful. Yet, newer symptoms 
appeared about three to seven months after surgery. 


TABLE I 
INDICATIONS FOR OPERATION 
Intractable ulcer 
Hemorrhage 
Perforation 
Obstruction 


Gastric ulcer 


Total 


MATERIAL STUDIED 


One hundred unselected patients who came into the Out-patient Depart- 
ment and who underwent surgery for benign duodenal and gastric ulcer were 
studied. 


Of these 95 underwent subtotal gastrectomy (one of the subtotals also had 
a vagectomy); 1 with pyloroplasty and vagectomy; 2 with posterior gastroenter- 
ostomy; 2 with posterior gastroenterostomy and vagectomy. 


Subtotal gastrectomy was of the distal two-thirds resection type with 70 to 
75 per cent of the stomach removed. 


This study, however, did not concern itself with the various modifications 
of operative procedures. 


The length of the postoperative period extended from 1% to 15 years after 
surgery at the time the study was initiated. 


There were 99 males and one female in this study; one of the Negro race. 


As far as possible each person was interviewed prior to treatment, employ- 
ing a uniform questionnaire, recording his symptoms as volunteered: Gastric 
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analysis with histamine stimulation; blood chemistry, including glucose toler- 
ance, using 50 per cent glucose in 500 c.c. of water; stool tests for ova and 
parasites in those presenting diarrhea as a symptom. Such other studies as indi- 
cated were also employed, as barium enemas and proctoscopic examinations. 
Dietary evaluation as obtained by the dietician was recorded prior to start of 
treatment. 


Of the group in Table I, 50 per cent of the total had two or more compli- 
cations, justifying surgery. The most common combination was intractable ulcer 
with hemorrhage on one or more occasions. The criteria for hemorrhage were 
those commonly used, and one patient required 30 pints of blood prior to 
surgery. Intractability referred to those patients who had the ulcer for more 
than five years and who no longer could control their symptoms with medical 
management. 


TABLE II 


PosTOPERATIVE WeicHtT Loss IN RELATION TO MEAL FREQUENCY 


| | | | Weight 
frequenc 1-10 11-20 : 31-40 41-50 | loss 
q 


1 3 14 


1 
2 
2 
0 


- 14 28 10 9 


In the series in Table III, 63 per cent lost between 11 to 30 Ibs. in weight, 
no matter how frequently the meals were eaten. It was shown in this series that 
the greatest number of patients who lost weight ate six to seven times per day. 
This seemed to indicate that frequency of meals was not in itself a factor in 
the prevention of weight loss in postgastrectomized patients. 


Gastric analysis using histamine 0.5 c.c. as gastric juice stimulant revealed 
47 with postoperative free hydrochloric acid absent, and 13 with free hydro- 
chloric acid present. Of the latter, one was in a pyloroplasty with vagectomy and 
three in gastroenterostomy. 


Glucose tolerance test revealed 13 exhibiting marked drop in blood sugar 
value, usually at about two to two and a half hours after ingestion of the glucose 
water. The lowest value was 32 mg. per cent; two showed a diabetic curve and 
two a flat curve. Highest value was 222 mg. per cent though the majority of 
one hour peaks were in the neighborhood of 169-179 mg. per cent. 
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Not all presented diaphoresis and tachycardia, though one showing a nor- 
mal curve evidenced marked diaphoresis with nausea. Many were nauseated; 
several vomited. 


Dietary management consisted in prescribing a routine which was progres- 
sive in variety and quality in accordance with that suggested by Pittman and 
Robinson™. Postoperative Diet No. I, of approximately 2,000 calories, had a 
ratio of carbohydrate, 0; protein, 1.5, and fat, 5. Meats included beef, lean pork, 
veal, bacon, lamb, ham, rabbit, squirrel, turkey, chicken, quail, duck, goose, 
luncheon meats without cereal. Seafood included fish of all kinds, oysters, 
shrimp, sardines, tuna and salmon. Dairy products included butter and marga- 
rine; eggs, two to three each day. 


Postgastrectomy Diet No. II of approximately 3,000 calories had a ratio of 
carbohydrate, 1; protein, 1.5; fat, 5. This included in addition to Diet No. I, 
cereal, vegetables, bread, heavy cream, cream cheese, peanut-butter, olives. 


TABLE III 


POSTOPERATIVE WEIGHT Loss 


1-10 Ibs. 
11-20 lbs. 
21-30 Ibs. 
31-40 Ibs. 
41-50 lbs. 
Gain, lbs. 4% 


Total 100% 


Postgastrectomy Diet No. III of approximately 3,000 calories had a ratio 
of carbohydrate, 1; protein, 1.5; fat, 5. In addition to the items included in Diet 
II, fruits, canned, without syrup, frozen and raw; vegetables, and cream-cheese 
were prescribed. Sugar, syrup, rich gravies, milk, and chocolate were excluded 
except in a few instances where reportedly these items were tolerated. 


Five to six feedings per day, with liquids 30 to 45 minutes before or after 
a feeding, were prescribed. Liquids included sugar-free beverages, coffee and 
tea. The patient was instructed to chew his food well and to avoid overloading 
of the stomach. 


Iron in the form of ferrous sulfate, 200 mg., combined with D-Sorbital, 
folic acid, Cobalamine concentrate, ascorbic acid and Maalox®* were prescribed, 
and continued in those patients having low or subnormal hematocrits. This drug 
was well tolerated, there being no increase in gastric distress or diarrhea with 
its use. The ferrous sulfate dosage was much smaller due to the contained 


*Fermatin® supplied by William H. Rorer, Inc., Philadelphia, Pa. 
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D-sorbital which facilitated the absorption of the iron. Previously ferrous sulfate 
alone in doses of five grains was poorly tolerated in many cases, causing eructa- 
tion, pyrosis and diarrhea. 


Oxethazaine hydrochloride with aluminum hydroxide gel, as Oxaine®{ was 
prescribed in six cases, those having recurrent or continued pain and pyrosis 
due to gastritis and in some cases with hyperperistalsis. This drug had been 
previously prescribed in gastritis, esophagitis and those with increased gastro- 
colic reflex. It was well tolerated over weeks, there being no case where intol- 
erance to the drug in the form of anorexia, regurgitation, nausea or vomiting or 
other toxic symptoms, was manifested. 


Vitamins were prescribed in the form of multivitamins, especially those on 
the very limited Postgastrectomy No. I Diet. 


Complications incident to surgery or otherwise were treated with appropri- 
ate modalities. There were four cases of marginal ulcer, one with bleeding, one 


TABLE IV 


Weicut GAIN FOLLOWING TREATMENT 


1-5 Ibs. 25% 
6-10 Ibs. 11% 
11-15 lbs. 11% 
16-20 lbs. 2% 
21-30 Ibs. 2% 
Weight loss 
Lost to follow-up 


Total 


afferent loop syndrome, one with partial jejunal obstruction of efferent loop, 
eight with constipation, 20 with diarrhea. Of the diarrhea cases, stool examina- 
tions revealed: 4 Strongyloides stercoralis, 1 Ascaris, 1 E. coli, and E. histolytica, 
1 Tenia saginata, 1 E. coli, and 1 Ascaris and Tenia saginata. 


CONCLUSIONS 


A series of 100 cases following subtotal gastrectomy and gastroenterostomy 
with vagectomy for benign ulcer of stomach and duodenum were studied and 
evaluated. Pretreatment laboratory studies were performed. These studies 
brought to light certain significant data which were correlated to the symptoms. 
A definite dietary regimen was instituted high in fat and protein and low in 
carbohydrate. Medication in the form of ferrous sulfate with D-Sorbitol, oxetha- 


tOxethazaine Hydrochloride with Aluminum Hydroxide Gel as Oxaine® supplied by 
Wyeth Laboratories, Philadelphia, Pa. 
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zaine hydrochloride with aluminum hydroxide gel was prescribed in indicated 
cases. The results of the diet and treatment proved satisfactory in regard to 
gain in weight, improvement in strength and feeling of well-being, lessening of 
diarrhea or steatorrhea, diminution of postprandial bloating, faintness, tachy- 
cardia and sweating. Return of energy and strength encouraged a return to 
work and improved the work record of patients so treated. 


Fifty-one per cent of those in Table IV gained weight on a diet which was 
high in protein and fat and low in sugar. The frequency of the meals was six 
times daily. The meals in nearly all instances were well accepted, being followed 
carefully according to the diet list given each patient. With Postgastrectomy 
Diet No. I there was usually an inadequacy in vitamins and supplementation 
with multivitamins was deemed necessary. 


Administration of relatively high fat in diet most likely was beneficial even 
with exclusion of carbohydrate. One may recall the pathway of fat metabolism 
wherein dietary fat is converted into liver fat which is converted into depot 
fat. Both may be converted into fatty acids which in turn may be converted 
into pyruvate and then to carbohydrate. Fat role in diet is that of storage of 


TABLE V 
REsuLTs OF EMPLOYMENT RECORD 
Excellent 54% 
Fair 6% 
Poor 40% 


energy without any additional water. Glycogen requires 4 gm. water for every 
gram of glycogen that is stored. With fat there is available a source of energy, 
Vitamins A, D and E, and essential fatty acids which cannot be made by the 
body. 


Forty-six per cent of the patients were given similar regime but failed to 
return to follow-up care and evaluation. This was, in most instances, due to 
distance from their home to the hospital, and in some instances to inconvenience 
of mode of travel, and probably to nonacceptance of the treatment. 


Excellent results were those who returned to full-time employment (Table 
V). This 54 per cent correlates with the 51 per cent who gained weight. Those 
who obtained a fair result were those who were able to work part-time. The 
poor 40 per cent results were those patients who were unemployed due to 
continuation of their pretreatment symptoms, and, with inability to regain their 
preoperative weight and loss of strength. These latter included those who could 
not accept even lighter work. Evaluation of the poor result cases may not be 
accurate inasmuch as many of these patients in this category are living in de- 
pressed, chronic unemployment areas. 
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SUMMARY 


The cases of subtotal gastrectomized patients including those with gastro- 
enterostomies and vagectomies were studied. Weight loss was not prevented by 
frequent feedings of a normal diet. Though nearly all had relief of pain post- 
operatively, new symptoms appeared which were related to hypermotility of 
the gastrointestinal tract with rapid evacuation of food, resulting in malabsorp- 
tion of nutrients, and loss of weight and strength. Hypoglycemic reactions pro- 
duced symptoms postprandially resulting in distress and loss of feeling of well- 
being. Symptoms occurred which produced increased disability with inability 
to be gainfully employed. 


Those who had pain or fullness and had bile-stained regurgitation or vomit- 
ing had afferent loop syndrome or partial obstruction due to adhesions. Marginal 
ulcer occurring in this series was related to postoperative presence of free hydro- 
chloric acid in the gastric remnant. Diarrhea was related to hyperperistalsis in 
most cases, with the exception of those in which infestation was present. 


Diabetes along with other complications was found in two cases. 


Weight loss was not prevented by frequent feedings of a normal diet. 
Weight loss occurred approximately three to seven months after gastrectomy. 
It usually was progressive until about one year or more after surgery. Most were 
unable to regain their preoperative weight or to increase it in case there had 
been weight loss. 


Dietary management employing frequent feedings of dry food in most 
cases was well tolerated. Few complained of this dryness but when convinced 
of its benefit and after experiencing minimizing of postprandial symptoms, they 
accepted the treatment. Many of these patients came from areas where un- 
employment through no fault of their own was considerable. Those who 
accepted the dietary and medicinal regimen were able to work longer hours; 
others were able for the first time to work full time in lighter jobs or part-time 
in laborious jobs. 


Considerable sympathetic support was given to those patients who exhib- 
ited emotional stress patterns. Realization of the presence of the emotional 
factors was a requisite in their over all treatment. The man was treated as a 
whole. Undue mental and emotional trauma was to be discouraged. He was 
encouraged to accept his new physical status and that he need not relegate 
himself to the gastric cripple heap. Some did not accept the dietary manage- 
ment or the psychological help. One refused hospital treatment after he had 
been “locked up” in a psychiatric ward where he had been sent for treatment 
of his very severe and intractable neurosis. 


Dietary and medicinal therapy included treatment of the complication. 
The gastric hydrochloric free acid case who was on a convalescent ulcer or 
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Sippy-type of diet, was placed on the Progressive Routine Postgastrectomy Diet. 
Antacids and anticholinergics were stopped with no untoward discomfort re- 
sulting. The few cases with gastritis received modification of the Postgastrectomy 
Diet with inclusion of aluminum hydroxide gel and magnesim oxide with 
abatement of their symptoms. 
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ARTERIOSCLEROTIC ANEURYSM OF ABDOMINAL AORTA 
RUPTURING INTO THE THIRD PORTION OF DUODENUM 


CAVIT OZLU, M.D. 
and 
JOHN D. ALLEN, M.D. 


Louisville, Ky. 


Rupture of an aortic aneurysm into the gastrointestinal tract is uncom- 
mon! .5.7, Reviewing the literature on the subject, we found that the incidence 
appears to increase as the average life span increases. If one also considers 
misdiagnosed, undiagnosed and diagnosed, but unreported cases, the incidence 
rate will certainly go above the present 0.8 per cent*’®. 


It is also noted that the percentage of correct antemortem diagnoses (10 
per cent) is very low among 72 reported cases of aneurysms rupturing into the 
gut. On the other hand, diagnosis should be less of a problem if one bears in 
mind this possibility in the differential diagnosis of gastrointestinal hemorrhage. 


Contrary to the common belief, there is almost always time for surgical 
intervention’. The time interval has ranged from a minimum of a few minutes 
to a maximum of several weeks*"', among the reported cases. We have calcu- 
lated an average of 18 to 22 hours, which is long enough for any kind of surgery. 
The time interval can also be prolonged by blood transfusions. 


Why is the percentage of correct antemortem diagnoses of aneurysmal rup- 
ture into the gastrointestinal tract so low? We have found that most text books, 
old and modern, do not emphasize the diagnostic symptoms and signs, and do 
not call attention to the possibility when considering the differential diagnosis of 
gastrointestinal hemorrhage. Neither is there mention of the time interval avail- 
able for surgery once rupture has occurred, nor is the increasing incidence of 
the disease recognized. 


CasE REPORT 


A 66-year old white male, a well controlled diabetic, entered the Kentucky 
Baptist Hospital with the chief complaint of feeling faint, vomiting and passing 
blood per rectum. The patient said that he was watching television when it 
appeared to him that the TV screen had begun to fade out. He went to check 
and found that he was unable to move about freely, became violently nauseated 
and apparently collapsed and fell to the floor. 


On the day of admission, the physical examination was essentially negative: 
pulse, 83; respirations, 21 per minute; blood pressure, 130/74. Laboratory stud- 


Department of Pathology, University of Louisville School of Medicine, Louisville 
General Hospital and Kentucky Baptist Hospital, Louisville, Ky. 
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ies revealed: WBC, 10,500; neutrophils, 69 per cent; eosinophils, 3 per cent; 
lymphocytes, 22 per cent; monocytes, 5 per cent; VDRL, negative; hematocrit, 
37 vol. per cent; hemoglobin, 11.7 gm. per cent. Bilirubin direct, 0.1—total, 0.48 
mg.; urea nitrogen, 22 mg.; thymol turbidity, 3 units; prothrombin time, 14.2: 
with control, 11.3 seconds; fasting glucose, 96 mg. per cent. Cephalin cholesterol 
flocculation was negative in 24 hours. 


The day following admission the patient had a copious black stool, went 
into shock and expired despite shock therapy. In this case the time interval 
between the initial hemorrhage and death was estimated at 26 hours. 


1—Probe showing communication between the aneurysm and the third portion of the 
duodenum. The aneurysm is above the bifurcation of the aorta. 


Necropsy revealed distention of the stomach and intestines which were 
filled with bloody fluid estimated at 2,000 c.c. The saccular aneurysm was located 
1 cm. above the bifurcation of the aorta. The aneurysm measured 4.2 cm. in 
diameter and contained a mural thrombus. At the right lateral wall of the 
aneurysm a communication (0.3 cm. in diameter) was found between the lumen 
of the third portion of the duodenum and the lumen of the abdominal aorta 
(Fig. 1). Neither retroperitoneal nor intraperitoneal hemorrhage was noted. 
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Other autopsy findings were not remarkable. Histological examination revealed 
generalized arteriosclerosis. The rupture of the wall of the aorta was secondary 
to arteriosclerosis. There was no secondary superimposed inflammation. 


COMMENT 


Arteriosclerotic aneurysm has become the most common type since the de- 
cline of syphilis and the increase in longevity of the population. 


In 1943 Rottino® collected from the literature 31 cases of aortic aneurysm 
rupturing into the gastrointestinal tract, and added one of his own. Skromak et 
al*-° observed two. Voyles and Moretz’ collected 21 additional cases and reported 
one of their own, bringing the total reported cases up to 65. Since that time 
Szunyogh* has reported one case, Cresham and his associates* two, Loewenthal 
et al? one, Kuboto and Moraques"® two, and Savage and Harris? one case, bring- 
ing the total number of reported cases to 72. The case here reported is the 73rd. 


Rupture of abdominal aneurysm into the intestinal tract is most common 
during the sixth and seventh decades, but it has been reported in patients as 
young as 20 and as old as 81"'. The ratio of males to females is 5 to 3. The 
most common site of aneurysm is the area between the bifurcation of the aorta 
and the renal arteries. 


The causes of aneursym are arteriosclerosis, syphilis, tuberculosis and myco- 
sis, in that order of frequency’. Rupture of arteriosclerotic aneurysm has ‘also 
been reported secondary to infection with Salmonella and various kinds of 

cocci!” 


The most common site of rupture into the gastrointestinal tract is the duode- 
num (81.3 per cent), particularly the third portion (68.8 per cent)'®. The reason 
for this high incidence of rupture into the third portion of the duodenum can well 
be explained by the anatomical relation. The third portion of the duodenum is 
fairly well fixed because of its retroperitoneal position and its relation to the 
superior mesenteric artery and the ligament of Treitz. (This portion of the 
duodenum lies between the aorta and the superior mesenteric artery.) The en- 
larging pulsating mass of aneurysm causes erosion or perforation of the rela- 
tively fixed third portion of the duodenum. 


For clinical signs and symptoms of ruptured aneursym of the abdominal 
aorta, one should refer to the excellent articles of Loewenthal et al®, and of 
Hunt and Weller''. We, however, briefly mention the etiology of gastrointestinal 
hemorrhage and the symptoms of ruptured abdominal aneursym for the reader's 
convenience. 


Schiff's etiologic distribution of gastrointestinal hemorrhage in 640 cases 
admitted to the Cincinnati General Hospital over a ten-year period is as follows: 
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Peptic ulcer 52.9% 
Undetermined 20.6% 
Hepatic cirrhosis with ruptured esophageal varices 12.5% 
Gastric carcinoma 2.3% 
Gastritis and gastric erosions 1.1% 
Ruptured aneurysms 0.8% 
Miscellaneous 7.5% 
Among the miscellaneous group, the most prominent were: blood dyscrasia, 


erosive esophagitis or erosive gastritis associated with liver disease, and mesen- 


teric thrombosis. 


Major symptoms and signs of aneurysm of the abdominal aorta rupturing 
into the gastrointestinal tract are severe pain at the time of rupture, pulsating 
mass, hematemesis and melena, aortic calcification and/or erosion of the verte- 
bral column, and shock. 


Minor findings are fever, uremia, leucocytosis, characteristic bowel sounds 
and abdominal tenderness. 


The diagnosis should not be difficult. The important thing is to remember 
the possibility of ruptured abdominal aneurysm when considering gastrointes- 
tinal hemorrhages. 


Our purpose is to stress the increasing incidence of ruptured arteriosclerotic 
abdominal aneurysm and the importance of prompt diagnosis and surgical treat- 
ment. Surgery is mandatory for rujtured aneurysm. There is no other choice. 
We are happy to note, however, the increasing postoperative survival time, as 
indicated by recent 


SUMMARY 


The literature is reviewed briefly and the 73rd case of arteriosclerotic 
aneurysm of the abdominal aorta rupturing into the duodenum is reported. The 
increasing incidence, the diagnostic points and adequate time interval for man- 
datory surgery between the initial hemorrhage and death are emphasized (18 to 
22 hours average). 
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LONG-TERM DRUG THERAPY IN PEPTIC ULCER® 


EXPERIENCE IN 326 CasEs 


LOUIS A. ROSENBLUM, M.D., F.A.C.P., F.A.C.G. 
Forest Hills, N. Y. 


During the past two or three decades, much has been learned about mech- 
anisms that favor the development and persistence of peptic ulcer. Important 
contributions have been made to our knowledge of neurocirculatory mechanisms, 
nutrition, autonomic and hormonal regulation of secretory activity, and the 
psychogenic factor in peptic ulceration. 


While there is no present indication that a revolution in therapy is in the 
offing, it is desirable, in clinical medicine as in other disciplines, to reappraise 
our practices from time to time. 


The first line of approach to the management of the ulcer patient is to 
assess the individual case. A start is made by recognizing the disease as an 
entity consisting of a lesion in a patient. To some extent, the ulcer can be bene- 
fited by helping the patient, and the patient can be benefited by relieving the 
ulcer. To obtain lasting results, however, it is necessary to treat the entity, the 
patient with the ulcer. 


In general, peptic ulcer patients may be placed into three broad categories. 


Group I comprises patients who experience evanescent, shallow ulcers that 
are expected to heal. It is probable that nearly everybody gets some sort of 
ulcer at some time. This may appear after episodes of heavy drinking, smoking 
or dietary indiscretions, after taking drugs such as aspirin, phenylbutazone or 
corticosteroids, or following periods of anxiety or stress. The erosions in these 
individuals tend to be superficial, and usually heal without apparent scars. 


Group II is represented by the patient who has an ulcer diathesis. These 
individuals develop deep ulcers that continue to flare up and tend to penetrate 
or perforate. This is the “classic” ulcer case, and will be the primary subject of 


this report. 


In Group III are the patients for whom surgery is indicated. There is room 
for wide differences of opinion as to when surgery is called for. In the case of 
a gastric ulcer where carcinoma cannot be excluded, there will be general 
agreement that surgery is indicated. On the other hand, many investigators have 
questioned the general acceptance of obstruction, perforation and hemorrhage 
per se as indications for operation. Probably the most frequently stated reason 
for surgery is intractability. This is an extremely elastic diagnosis. The term 


*Presented in part at the Symposium on Peptic Ulcer, University of Vermont School of 
Medicine, 24 September 1959. 
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may apply to the ulcer cr to the patient, but it usually refers to the patient 
who will not or cannot follow an ulcer regimen. 


MEDICAL MANAGEMENT 


For a long time, the accepted principles of treatment have been rest, diet, 
antacids, anticholinergics, sedatives and psychotherapy, with varying degrees of 
emphasis according to the different schools of thought. It is not difficult to obtain 
relief of symptoms with almost any combination of these measures. Even place- 
bos may produce temporary benefit!?. In our own experience, the administration 
of placebos has yielded apparently good results, but the patients relapsed after 


a short time. 


The problem, then, is not merely the achievement of relief from pain or 
even of evidence of healing. Ulcers have a tendency to recur, usually 6 months 
to two years after arrest. The aim, therefore, is to prevent recurrences, or the 
development of new ulcers. It may not be accurate to speak of “cures” of peptic 
ulcer. It has been possible, however, to follow patients over periods of two to 
six years of treatment to establish that all three aims of therapy: 1. relief of 
symptoms, 2. healing of the ulcer and 3. prevention of recurrences, are fulfilled. 


In our series, a total of 226 patients have been followed for periods ranging 
from two to five years. On the basis of this experience, as well as indicative 
observations on an additional 100 patients observed for 6 months to two years, 
it now appears possible to state that a gratifyingly large proportion of patients 
can be effectively treated and maintained on a simple but continuous thera- 
peutic regimen. 


Our approach to the management of the peptic ulcer patient is based on 
drug therapy. The reason for this is not so much its simplicity and convenience, 
but rather that ultimate reliance has to be placed in drug therapy. Adjunctive 
measures are not dismissed summarily, but rather weighed carefully, to deter- 
mine whether more good than harm might result from their application. 


Rest:—Physical relaxation, extra sleep, and escape from everyday worries 
and stresses are highly desirable. But the very nature of the patient’s make-up 
soon countervails the benefits of enforced inaction. It must be considered that 
the peptic ulcer patient is characteristically hypersensitive, hard working and 
emotionally driven to achieve success and recognition. Before very long, he is 
champing at the bit. He becomes fearful that he will lose ground in his business 
or social world, and ridden by the specter of being labeled chronically ill and 
therefore incompetent, he becomes an intractable and insecure patient—ripe for 
an ulcer recurrence. Enforced rest, therefore, seems justified only when an ulcer 
attack has so debilitated the patient (through loss of blood or temporary loss 
of drive) that he needs a period of freedom from exertion and escape from 
worry. 
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Diet:—In previous reports we have commented on the restricted ulcer 
diet**. The typical ulcer regimen leaves much to be desired from a nutritional 
point of view. The usual Sippy regimen and its modifications are deficient in 
protein, a necessary element for healing. Milk and milk products are often 
poorly tolerated. They may themselves induce pain or other nonspecific gastro- 
intestinal symptoms. Some patients require special diets, such as low cholesterol, 
low fat or reducing diets, all of which are incompatible with the typical ulcer 
regimen. 


Among our patients, about 15 per cent were on some type of diet required 
by circumstances apart from their ulcer pathology. Aside from these individuals, 
no dietary restrictions were imposed on our patients. 


We have the impression that the liberal diet in peptic ulcer is gaining 
increasing acceptance among clinical investigators’. Flood’, in a follow-up study 
on patients with duodenal ulcer, observed that “the group who did not follow 
a regimen continuously and ate unrestrictedly at times, had a better follow-up 
record than those who adhered to the prescribed regimen”. And Roth and 
Berger® have reported, “Refusal to abide by an ulcer regimen is a commonly 
found characteristic of ulcer patients”. 


Even more important than the nutritional inadequacies of the ulcer diet is 
the psychogenic factor. If we are to take all emotional factors into account, 
consideration must certainly be given to the impact of restrictive ways of life 
on the patient's ego. 


In previous discussions of the problem**, it was emphasized that the diag- 
nosis of peptic ulcer in itself carries a threat to the security of the individual. 
The imposition of a constant reminder of the presence of this threat, and the 
added burden of insecurity and strain imposed by disruption of routines can 
be shattering. The patient can take his “pills” without a twinge. He sees cinema 
portrayals of business tycoons performing this act without diminishing their 
self-importance. But if he has to “beg off’ when many food courses are offered, 
or interrupt his routine to drink that extra glass of milk, his ego suffers. 


Several authors have observed that the circumstances under which ulcer 
patients eat appear to be more important than what they eat. Dining with 
family and friends, attractively prepared meals, and a pleasant atmosphere are 
preferable to a typical ulcer regimen. This does not mean that the patient can 
“eat anything”. He learns by experience that some foods “disagree” with him, 
and is well advised to avoid these. 


In our series, the use of tobacco and alcoholic beverages was not prohibited. 
There were patients who derived solace and release of tensions from a moderate 
indulgence. These patients presented no particular therapeutic problem. Others, 
who were heavy, nervous and compulsive smokers or drinkers, experienced dis- 
comfort repeatedly after excessive indulgence. In the latter type of case it was 
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necessary to compromise with human frailty and attempt to compensate by 
increasing the dosage of medication. These patients were, by and large, less 
likely to yield a good response to therapy. 


Hinton’ has demonstrated that the end results of ambulatory treatment 
were superior to those of hospitalization. Dietary management has its parallel; 
rigid restriction has not been shown to have any ultimate merit over a liberal 
diet® 19.11, 


Psychotherapy:—Studies have been reported in which unlimited diet was 
used, and smoking and alcoholic beverages were permitted. Intensive psycho- 
therapy was pursued during hospitalization. Patients treated in this manner 
became asymptomatic sooner than comparable subjects on conventional diet and 
routine medication". Follow-up results after release of the patients are, how- 
ever, not known. 


When we speak of psychotherapy in relation to medical management, 
where does it begin and how far does it go? Certainly, psychodynamic factors 
enter the picture when the physician sees the patient and discusses his disease. 
An interpersonal relationship is established when the physician proffers or pre- 
scribes medication with the implication: “I am your friend and will help you”. 


The use of psychoactive drugs to support personal psychothera, y is sup- 
ported by a massive body of clinical experience. We have found, in the course 
of our study, that the addition of an ataraxic to the regimen is desirable. Both 
the immediate and the long-range results were superior to those obtained prior 
to the use of the ataraxic. 


METHOD oF Strupy 


The selection of medication was determined on the basis of periodic evalu- 
ations and re-evaluations. The most satisfactory results observed to date were 
obtained with a combination that included antacids, a selected anticholinergic 
agent, and a rather interesting new ataraxic. 


Antacids:—The selection of aluminum and magnesium hydroxides needs no 
special discussion. These substances in combination are recognized as agents of 
choice, affording excellent antacid effect with minimal danger of adverse 


Anticholinergics:-The choice of a drug to combat hypersecretion and 
hypermotility is subject to as many opinions as there are drugs. In view of the 
need for long-term continuous therapy in peptic ulcer, the anticholinergic should 
be selected with great care. Experience with various drugs reveals that most 
of them are unsuitable for prolonged use. Their faults lay either in an excess 
of adverse side-effects, or in a tendency to exhibit a progressive decline in 
activity, necessitating increased dosage to the point of intolerance, or both. 
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The methscopolamines (either the bromide or the nitrate) were found to 
suit the purpose admirably. They proved to be excellently tolerated, and to 
manifest a high and sustained level of activity over years of use. Curiously, 
scopolamine hydrobromide was poorly tolerated by comparison. 


Two important aspects of anticholinergic therapy deserve mention. First, 
the use of anticholinergics alone is not to be recommended in the management 
of peptic ulcer; and second, the neutralizing effect of antacids is enhanced by 
simultaneous administration of anticholinergic compounds"*. Consequently, it is 
medically desirable, apart from its convenience and acceptability to the patient, 
to employ combination therapy in peptic ulcer. 


Ataraxics:—Before the term ataraxic became a part of the medical lexicon, 
sedation with barbiturates or other central depressants was the usual practice. 
With the advent of the ataractic drugs, a succession of trials were undertaken 
with reserpine, phenothiazine-based tranquilizers, meprobamate and other 
drugs, as well as some of these in combination. 


Again considering that we are dealing with continuous therapy in ambulant 
patients, it is necessary to screen the psychoactive drug carefully. Drowsiness, 
depression and detachment are undesirable actions. Drugs that have deconfus- 
ing or antihallucinatory properties are not needed in these patients. 


During the past several years, pipethanate hydrochloride (piperidino ethyl 
benzilate) has been studied, both in combination with antacid-anticholinergic 
drugs and alone, to evaluate its effects in various neuroses. Reports on portions 
of these investigations have been published**. This drug has been characterized 
as an antiphobic, according to the criteria suggested by Alexander". 


Pipethanate yielded exceptionally favorable results in patients whose anxi- 
ety neuroses resulted in somatic complaints referable to the gastrointestinal 
tract or the heart. With this drug, no sedative or hypnotic effects, and no dimi- 
nution of mental acuity, discrimination or ego functions were encountered. 
Indeed, patients who had complained of loss of libido, drowsiness, weakness 
and depression when receiving other ataraxics, found that they remained alert, 
aware of their problems and willing to cope with them. 


Pipethanate also has a mild anticholinergic effect. This is considered 2a 
desirable feature, providing useful enhancement of the action of scopolamine 
methylnitrate without creating added problems. Side-effects of the combination, 
such as dryness of the mouth, were rare and so mild that they did not interfere 
with continuation of therapy. 


Again, considering that the emphasis should be on total management, in- 
cluding “skillful attention to emotional problems”’*, simultaneous antacid- 
anticholinergic-ataraxic therapy appears rational. 
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PLAN OF TREATMENT 


Combined therapy* has been used in a total of 326 patients with clinical 
and roentgen evidence of peptic ulcer. The patients were permitted unrestricted 
diet, except for dietary limitations demanded by other therapeutic requirements. 
These patients were ambulant, and pursued their usual occupations. In five 
instances, however, the patients were hospitalized for hemorrhage. These were 
treated in the regular way. It was found that bleeding, in patients treated with 
full diet and medication, was halted usually in 24 hours, and the patient was 
out of the hospital sooner than was the case with the earlier “conservative” 
methods. It is our impression, too, that these patients required less blood 
replacement. 


Follow-up roentgenograms were taken at intervals to determine early prog- 
ress. Thereafter, we relied on the patients’ reports to assess his progress. 


TABLE I 


Diagnosis Females ; Total 


Duodenal ulcer 78 230 


Duodenal ulcer, 
complicated ® 23 


Gastric ulcer 
Pyloric ulcer 
Marginal ulcer 


Jejunal ulcer 


Totals 115 211 


*Associated hiatus hernia, gastritis, biliary involvement, spastic colon. 


When first seen, the patients gave ulcer histories ranging in duration from 
one week to over twenty years. Many had had frequent recurrences, and previ- 
ous experience with a great variety of treatments. Three of the patients received 
placebos exclusively, with temporary control of symptoms; they did not return 
for definitive treatment. 


Of the 326 patients treated with medication, 211 were males and 115 were 
females. There were no significant sex-related differences in age distribution or 
responses to therapy. 


~~ ®Modutrol, re by Reed & Carnrick, Kenilworth, N. J., contains, in each tablet: 


pipethanate hy¢ oride 2 mg., scopolamine methylnitrate 1 mg., aluminum hydroxide 200 
mg., and magnesium hydroxide 200 mg. 


666 

| 
38 | 61 
: 7 14 21 
5 6 | li 
| 1 | 1 | 2 
| | 


Rosenblum—Long-term Drug Therapy in Peptic Ulcer 667 


Most patients were started on one or two tablets four times daily, depend- 
ing on the severity of the condition. The maintenance dose was usually one 
tablet four times a day. 


The patients were grouped as indicated in Table I. 


Forty-three patients (13 per cent) were on special diets—allergic exclusion 
diets, diabetic diets, reducing diets, low fat-low cholesterol or low salt diets. 
The remainder were on completely unrestricted diets, except for a few who 
received therapeutic vitamins or protein supplementation. 


RESULTS 


The majority of the patients, 226, have been followed-up for between two 
and six years. The remaining 100 patients have been under treatment and obser- 
vation for less than two years, but only one for less than six months. 


The responses to treatment are outlined in Table II. The results in the 
long-term treatment series are substantially the same as those in the patients 
treated for two years or less; hence these groups are combined in the tabulation. 
It is apparent, however, that the important goal, prevention of recurrences, is 
realized with continuous drug therapy. 


When patients stopped taking the medication, they sometimes experienced 
recurrences of symptoms after one or two weeks, sometimes only after several 
months. In every such instance, resumption of the prescribed medication pro- 
duced satisfactory relief. In these patients, as in some others that have to be 
marked down as failures, there existed a large psychogenic cgmponent, and all 
medical measures proved ineffective. Three of these patients went on to surgery. 


On the other hand, we have obtained complete relief in patients who had 
previously experienced exacerbations of ulcers while on steroids, phenylbutazone 
and heavy doses of salicylates. In most of these patients, it was not necessary 
to halt or even reduce their drug therapy so long as they adhered to the pre- 
scribed ulcer medication. Patients repeatedly remarked that no previous anti- 
ulcer treatment had kept them so free of their symptoms. 


Some of the patients reported that while on their medication they were 
able to tolerate foods that had previously caused distress. 


It is emphasized that the reported series represents an unselected group of 
patients. A particularly appealing aspect of the medical regimen is its simplicity. 
It avoids any need to use supplementary medication or other burdensome 


procedures. 


SIDE-EFFECTS 


The most frequently encountered side-effect was constipation usually of so 
mild a degree that it was not necessary to stop medication. It occurred espe- 
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cially on the higher dosages used to initiate therapy, and usually subsided on 
the reduced maintenance dosage. In some cases, mild laxative therapy was used 
to correct this condition. 


Dryness of mouth was much less frequent and less serious than would be 
expected with medication that includes an anticholinergic in these doses. In no 
case was this troublesome enough to interfere with continued treatment. Blur- 
ring of vision was even less a problem on this combination. 


TABLE II 


REsutts IN Peptic ULCER THERAPY WITH COMBINED ANTACID-ANTICHOLINERGIC-ATARAXIC 


Diagnosis +444 +++ +4 Totals 


Duodenal ulcer 24 5 230 


Duodenal ulcer, 
complicated 14 


Gastric ulcer 


Pyloric ulcer 


Marginal ulcer 
Jejunal ulcer 


Totals 262 44 9 2 


80.4 13.5 2.7 0.7 


Complete healing and absence of symptoms 
Healing of ulcer, occasional night pains 
Healing, occasional symptoms 

Reduction of symptoms 

Failure 


CoMMENT 


A program of drug therapy that produces adequate relief in 97 per cent of 
the patients treated, without recurrence so long as the regimen is followed, can 
certainly be considered effective. In every sizable group of patients there is a 
hard core of individuals who will not respond because of extreme psychic 
resistance to the imposition of routines. The great majority of the 326 patients 
treated had previously tried other antiulcer therapy with unsatisfactory results. 
Diet had no recognizable influence on the outcome. The rapidity and complete- 
ness of the response were the same in patients on unlimited diets as in those 
whose diets were restricted on account of ancillary therapeutic considerations. 
In fact, where patients were on low-calorie reducing diets, successful weight loss 
often enhanced the ulcer response, probably because of the salutory effect on 
the psyche. 
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The drug approach to total therapy has the merit of simplicity, convenience 
and acceptability to the patient. The use of antacids and scopolamine methyl- 
nitrate needs no discussion. Certain comments with respect to the adjunctive 
value of pipethanate hydrochloride* appear warranted. 


Patients taking this drug experienced no diminution in their capacity to 
concentrate, or to pursue occupations requiring fine balance in judgment or 
manual dexterity. Especially noteworthy was the effect of the drug on patients 
whose anxieties were translated into visceral symptoms, particularly those some- 
times referred to as cardiac or gastrointestinal neurosis. 


Some of the patients who were transferred from depressant tranquilizers to 
pipethanate hydrochloride reported a renewal of interest and enthusiasm; a 
feeling of greater competence to cope with their problems. This was often 
reflected in improved cooperativeness in taking medication. In no case did we 
observe an adverse reaction to the drug. 


SUMMARY 


1. The rationale of treating peptic ulcer with drugs and unrestricted diet 
was proved by evidence of highly satisfactory results in over 97 per cent of 326 
patients. The criteria of success included prevention of recurrences or compli- 
cations. Approximately three-fourths of the patients were followed-up for more 
than two years—many for as long as six years—a period of time considered 
sufficient to establish the effectiveness of a therapeutic procedure. 


2. The medication was found to be entirely safe for long-term therapy in 
ambulant patients. 


3. Liberalization of the diet proved beneficial. It conferred psychological 
benefit, made the patient feel more secure, and permitted the use of therapeutic 
diets necessitated by the presence of concomitant disease. 


4. The pipethanate hydrochloride incorporated in the medication repre- 
sents an advantage over sedative—depressant tranquilizers. It appears to be more 
specific for anxiety neuroses that find somatic expression as disorders of the 
heart and gastrointestinal tract. It is entirely safe for use in ambulant patients; 
it does not depress mental acuity or the ability to perform work that requires 
alertness and discriminatory judgment. 
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COMPARATIVE STUDY WITH A NEW ANTACID TABLET 


A. J. KAUVAR, M.D., F.A.C.P.° 


Denver, Colo. 


The search for the ideal antacid preparation continues. Nevertheless, it is 
generally accepted that antacids are an integral part of the treatment of duode- 
nal ulcer just as clinicians accept the relationship of excessive free acid in the 
production of benign duodenal ulcer and its symptomatology. Moreover, we 
have attempted to cc:relate antacid therapy with duration of symptoms and 
roentgenographic changes. 


New antacids h: “* periodically been evaluated. The medication reported 
on here is a tablet consisting of specially prepared and processed colloidal tri- 
calcium phosphate in combination with magnesium trisilicate¢+. Each tablet con- 
tains 1.3 gm. (20 grains) of colloidal tricalcium phosphate and 0.6 gm. (9 grains) 
of magnesium trisilicate with excipients and flavor. 


There have been previous clinical reports dealing with Neo-Gel suspension 
by Plotz and Slanger'. Because of the extremely gratifying results in patients 
with peptic ulcer in their series, it seemed relevant to extend the study by 
comparing the therapeutic effectiveness of the tablet forms of Neo-Gel, Gelusil, 
and a physiologically inert substance in patients with duodenal ulcer disease. 


CLINICAL Stupy 


Aim:—The objective was to compare therapeutic effectiveness of the three 
tablets,—Neo-Gel, Gelusil and placebo in patients with proven duodenal ulcer 
disease. As a corollary, degree and duration of gastric acid neutralization with 
the same three substances was titrated. 


Clinical material:—The patients selected had a history, symptoms and phys- 
ical examinations compatible with duodenal ulcer disease, as well as roentgeno- 
graphic confirmation of the diagnosis. Twenty-five patients were treated with 
each medication form, a total of 75 by the end of the study. 


THREE-WAY DovuBLE-BLIND TECHNIC 


1. Supply:—All tablets including the blank were identical in appearance 
and were packaged identically in coded bottles by New Drug Institute. Each 


*Clinical Associate Professor of Medicine University of Colorado School of Medicine. 
Attending Physician, Gastroenterology, General Rose Memorial Hospital. 

This study was supported by a grant-in-aid from the New Drug Institute, Inc., New 
York, N. Y. 

tSupplied by Diamond Laboratories, Des Moines, lowa, under the brand name Neo-Gel 
tablets. 
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bottle had a blank label suitable for imprinting the patient’s name and number. 
There was no identifying data on the labels to differentiate the drugs. 


2. Administration and dosage:—Each patient received a tablet—either an 
antacid or the blank in the amount of 2 tablets every two hours while awake 


TABLE I 


Gastric ANALYSES Prion TO AND ONE WEEK AFTER THE Use or NEo-Get TABLETS 


Prior to antacid One week after 
administration initiation of therapy 


Total | Free Total | Free | Therapeutic 
Case pH | acid | acid | pH | acid | acid | evaluation 


Zz 


M. H. 2.6 36.0 10.0 74 16.0 
W.R.C, 2.8 42.0 24.0 6.9 8.0 
Cc. W. 2.3 28.0 16.0 5.4 26.0 
W. Z. 2.6 50.0 24.0 4.4 12.0 
L. L. 2.6 54.0 26.0 5.6 10.0 
K. B. 2.4 52.0 18.0 5.6 20.0 
E. M. 2.9 64.0 22.0 6.4 14.0 
F. K. 1.9 48.0 32.0 3.5 20.0 
J. O. 2.4 70.0 22.0 4.7 18.0 
J. H. 2.6 58.0 32.0 4.3 14.0 
L. R. 2.8 62.0 18.0 5.9 14.0 
W.D. 1.8 46.0 18.0 5.5 6.0 
S. S. 2.4 76.0 64.0 6.8 28.0 
F.F. 2.6 24.0 12.0 6.9 22.0 
L. K. 2.8 28.0 14.0 3.2 15.0 
B.C, 2.4 40.0 10.0 3.4 10.0 
E. P. 2.7 40.0 18.0 3.6 28.0 
J. S. 2.6 32.0 15.0 6.4 6.0 
P.N. 2.4 76.0 64.0 6.3 6.0 
E. S. 2.2 40.0 28.0 5.8 16.0 
W. W. 2.0 44.0 26.0 3.3 18.0 
W. S. 2.3 66.0 22.0 5.8 18.0 
F. W. 2.4 68.0 26.0 6.4 24.0 
P.S. 2.3 54.0 44.0 7.2 38.0 
D. D. 2.4 46.0 28.0 5.8 22.0 


2. 
3. 
4. 
5. 
6. 
7. 
8. 
9. 


for a minimum of six weeks unless surgical intervention became necessary or 
other contraindication developed. Randomization of drug administration was 
controlled by the investigator or the nurse through use of a Latin square sched- 
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ule. The various preparations were given to the in-patient from a correctly 
labeled bottle by the medication nurse; the entire bottle with precise instruc- 
tions was given to the out-patient by the nurse after verifying accuracy. 


TABLE II 


Gastric ANALYSES Prion TO AND ONE WEEK AFTER THE UsE or GELusiL TABLETS 


Prior to antacid One week after 
administration initiation of therapy 


Total | Free Total | Free | Therapeutic 
Case pH | acid | acid | pH | acid | acid evaluation 


Zz 


S.K. 20 | 40.0 | 280 | 66 | 45.0 
J.D. 21 | 340 | 180 | 60 | 11.0 
L.B. 23 | 480 | 280 | 35 | 150 
L.P. 19 | 600 | 460 | 66 | 11.0 
B.R. 28 | 620 | 120 | 64 | 198 
B.L. 24 | 340 | 180 | 69 | 11.0 
H.R. 32 | 400 | 100 | 68 | 60 
E. H. 23 | 70.0 | 220 | 55 | 240 
B. W. 33 | 320] 40 | 59 | 140 
P.F, 21 | 440 | 220 | 56 | 60 
R. H. 23 | 620 | 180 | 83 | 120 
E.N. 18 | 700 | 180 | 44 | 140 
E. J. 20 | 480 | 320 | 54 | 280 
H.R. 23 | 520 | 180 | 69 | 180 
M.N. 24 | 540 | 260 | 74 | 17.0 
C.C. H. 28 | 500 | 240 | 69 | 60 
J.H. 26 | 280 | 160 | 55 | 120 
C.V.V. 24 | 420 | 240 | 59 | 160 
R.K. 19 | 320 | 150 | 43 | 18.0 
P.V. 24 | 450 | 320 | 48 | 240 
Q.R. 29 | 86.0 | 360 | 67 | 600 
D.C. 25 | 460 | 300 | 69 | 300 
B.S. 19 | 630 | 350 | 32 | 480 
F.R. 24 | 57.0 | 280 | 56 | 200 
L.S. 26 | 220 | 180 | 30 | 240 


PIS 


@ 


o 


3. Diet:—Each patient with active duodenal ulcer disease, as determined 
by symptoms and/or roentgenogram in whom the course was not complicated 
by obstruction, was placed initially upon an hourly intake of four to five ounces 
of whole milk. Either one of the antacid or the blank tablets were administered 
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% hour after the mil every two hours as outlined above. The diet was enriched 
progressively thereafter dependent upon the patient's clinical course. 


4, Sedation:—Unless contraindicated each patient received % to % grain of 
phenobarbital four times per day. 


TABLE 


Gastric ANALYsES Prion TO AND ONE WEEK AFTER THE UsE oF A PLACEBO SUBSTANCE 


Prior to antacid One week after 
administration initiation of therapy 


Total | Free Total | Free | Therapeutic 
Volume| pH | acid | acid | pH | acid | acid evaluation 


Z 


V.M. 26 | 360 | 180 | 27 | 340 | 17.0 poor 
B.C. 2.0 | 40.0 | 280 | 69 | 110 | 0 good 
M.C. 20 | 340 | 140 | 38 | 380 | 40 
P.S. 23 | 480 | 220 | 40 | 380 | 140 
A.S. 19 | 520 | 280 | 30 | 25.0 | 160 
S. M. 24 | 640 | 180 | 28 | 570 | 240 
K.M. 26 | 70.0 | 220 | 38 | 460 | 120 
L. P. 18 | 48.0 | 260 | 26 | 960 | 220 
F.P. 24 | 52.0 | 320 | 30 
N. M. 28 | 54.0 | 180 | 52 
V.H. 2.6 | 50.0 | 280 | 26 | 54.0 
B. M. 22 | 280 | 140 | 40 | 380 
B. Y. 2.0 | 440 | 180 | 26 | 660 
S.P. 23 | 460 | 220 | 24 | 54.0 
C.F. 3 | 24 | 60.0 | 280 | 25 | 280 
D.S. 2.0 | 62.0 | 40.0 | 68 | 140 
E.B. 26 | 340 | 180 | 27 | 44.0 
D.S. 2.0 | 280 | 160 | 30 | 280 
P.R. 18 | 760 | 220 | 25 | 300 
E. K. 26 | 40.0 | 140 | 30 | 300 
M.B. 2.6 | 330 | 240 | 30 | 280 
A.B. 24 | 290 | 160 | 24 | 58.0 
A. J. 19 | 41.0 | 260 | 28 | 50.0 | 220 
F.V. 3.0 | 52.0 | 320 | 30 | 44.0 | 240 poor 
M. K. 2.6 | 440 | 280 | 28 | 280 | 220 fair 


1. 
2. 
3. 
4. 
5. 
6. 
7. 
8. 
9. 
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5. Anticholinergics:-No anticholinergics were administered (to avoid 
clouding of antacid drug effect) unless patient was refractory to above therapy. 
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6. Drug therapy for unrelated conditions:—As indicated and only if no 
bearing on therapeutic response to antacids could be inferred. 


RESULTS 


The therapeutic evaluation was made weekly in each patient by the same 
physician. Roentgenograms were made generally every two weeks until no 
further changes were occurring. 


The titration of gastric acidity was performed as follows: Prior to antacid 
administration, a fractional 3-hour caffeine gastric analysis was performed 
(method of Roth), activity being measured by pH and concentration by titrable 
acidity. One week after initiation of therapy a similar gastric analysis was per- 
formed except that % hour after the instillation of the 500 mg. of caffeine sodium 
benzoate, 10 c.c. of the particular antacid which the patient has been taking 
was instilled. To insure proper placement of Rehfuss or radiopaque Levin tubes, 
the tip was fluoroscopically placed in the gastric antrum. 


A comparison of the results of the three products under observation yielded 
statistically significant differences. In the 25 patients who had used the placebo 
the therapeutic response was considered only fair or poor in 15 of the 25 
patients (60 per cent). On the other hand, fair or poor results were obtained 
in 35 per cent of the patients who had used the Gelusil tablets and only 12 per 

cent of the patients using the Neo-Gel tablets. Good results were obtained in 

88 per cent of the patienis using Neo-Gel, and in 65 per cent of the patients 
using Gelusil. The fall of free acid after therapy was initiated was striking, since 
following the antacid therapy there were only a few instances in which the pH 
did not drop significantly and the free acid fall to zero. This was not true of 
the placebo group, as will be noted in the accompanying tables. 


It was of interest that the patients taking the Neo-Gel had practically no 
side-effects. A few complained at first about the taste and a few about the 
consistency of the tablets, but in no instance was this of sufficient degree to 
cause them to stop taking the medicine. Diarrhea and constipation were not a 
real factor in any of the patients. 


All patients, as has been noted, were taken in order. An illustrative case 
history might be of value. 


Mr. B. F., a 44-year old miner was first seen on 15 January 1960 complain- 
ing of epigastric distress of three weeks’ duration. He had previously had 
“stomach distress” for many years, but the first episode was more severe than 
the present one. The pain was intermittent, localized and there was relief with 
vomiting and occasionally with food. He was awakened many times during the 
night with pain, during the week before he was seen. Physical examination 
outside of the localized tenderness was not remarkable. A gastrointestinal series 
revealed a crater in the mid portion of the duodenum. 
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The patient was put on the regimen as outlined, including the use of Neo- 
Gel. The initial stomach aspiration yielded was 50 c.c. of fluid with a pH of 2.6. 
The total acids were 24.0, free acids were 12.0. One week after initiation of 
therapy the pH was 6.9. There was no free acid. The sympomatic therapeutic 
response was good. The roentgenographic ulcer crater disappeared in four weeks. 


Mrs. S. P., a 54-year old housewife, was first seen on 1 February 1960. She 
had a typical story of duodenal ulcer with no complications. She had been 
treated once before 10 years ago for an ulcer and had intermittent pain periodi- 
cally since then. Her present episode was of 2 weeks’ duration. There were no 
other contributory factors. Gastrointestinal x-ray series showed a moderately 
deformed duodenal bulb with a crater. 


The patient was treated with the standardized dietary regimen. This patient, 
as well as the one previously discussed, were in the hospital under controlled 
conditions. She was given the placebo medication. The pH of her gastric secre- 
tions did not change appreciably after one week of treatment, and her thera- 
peutic response could only be classified as fair. At the end of four weeks, there 
was still roentgenographic evidence of an ulcer crater. 


SUMMARY 


Previous studies with a new antacid preparation in suspension form (Neo- 
Gel) had determined the clinical effectiveness in a series of 100 patients. In 
vitro studies had demonstrated the capacity of this preparation to exert both a 
rapid and a sustained antacid effect. 


The present study confirmed the fact that in our series of patients antacid 
therapy was an effective adjuvant to dietary management of the ulcer patient. 
This was quite evident when a physiologically inert substance was used, as 
compared with a well-known antacid and the new preparation, Neo-Gel. 


The high rate of clinical response of the patients to Neo-Gel coupled with 
the excellent control of pH and free acidity would allow the conclusion that 
this new antacid is a welcome addition to the armamentarium of therapy in 
duodenal ulcer, particularly when one notes that this drug was so well tolerated. 


CONCLUSION 


1. Extended clinical studies were done with a new antacid preparation 
using a three-way, double-blind technic. 


2. It was found that antacid therapy is necessary to achieve maximum 
therapeutic response as well as reduction of the pH and free acidity of the 
gastric aspirate. 
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3. Good therapeutic results were obtained in 22 of the 25 patients with 
duodenal ulcer who were treated with Neo-Gel tablets. The free acidity was 
controlled in 23 of the 25 patients one week after initiation of therapy. 


4. Satisfactory results were not obtained when a placebo was used. 


5. Patient acceptance of the Neo-Gel was excellent. 
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CLINICAL TEST OF A NEW TRANQUILIZER-ANTICHOLINERGIC 
COMBINATION IN GASTROINTESTINAL DISEASE 


WILLIAM ADDLEMAN, M.D.* 


Montreal, Canada 


It has been known for a long time that many organic gastrvintestinal dis- 
turbances, from peptic ulcer to ulcerative colitis, as well as functional states, 
such as irritable colon or pylorospasm, are associated with emotional stress. It 
was recorded in ancient times that various gastric symptoms occurred in soldiers 
during battle. This relationship between emotions and gastric function has been 
shown repeatedly since, by experiments, beginning with Beaumont, carried 
further by Cannon and more recently demonstrated by Wolf and Wolff and 
many others’*. In our own daily practice we see both secretory and motor 
gastrointestinal symptoms which are caused by anxiety and tension. Moreover, 
in the last few decades, the age of anxiety has been thrust upon most of us. 
Disturbing environmental factors have far-reaching effects on large segments of 
the population, and very often have their final destination in the gastrointes- 
tinal tract. The impulses originate in the brain, in either the cortex or the 
hypothalamic area, and are mediated in large part through the vagus nerve. 
Peptic ulcer in particular is definitely accepted as a psychosomatic disease, and 
generally occurs in tense, conscientious people who axe frustrated by various 
psychological, social and economic problems. Although dietary restriction plays 
a prominent part in the therapy of ulcer, it is felt that improper diet is not so 
much a cause of the ulcer as is emotional tension. For those who are able to 
modify their tension by frequent vacations, daily periods of relaxation and strict 
adherence to a bland diet, tranquilizing medication may not be necessary. Or, 
if they can afford psychiatry, drug therapy may not be required. But, for the 
most part, patients are unable to do all (or sometimes any) of these things, and, 
for them, a method of diminishing tension by means of specific medication 
would be easier and much more practical. An anticholinergic which would 
inhibit or diminish the effect of acetylcholine on the gastrointestinal tract, com- 
bined with a tranquilizing drug might be a useful adjunct to the therapy of 
these various conditions. 


Recently a long-acting preparation has been made available which exhibits 
both tranquilizing and anticholinergic activity. This is a combination of trifluo- 
perazine, an antianxiety, antiemetic agent which is one of the least toxic of the 
phenothiazine derivatives, and isopropamide, an antispasmodic, antisecretory 
compound}. Use of a similar medication has been reported in an English study 
of effects on gastric motility’ in naval ratings suffering from peptic ulcer. In 


*Chief, Department of Gastroenterology, Jewish General Hospital. 
tSupplied as “Stelabid” by Smith, Kline & French, Inter-American Corporation, Mon- 
treal, Canada. 
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respect to the individual components, it has been shown by Smith and Thomas’ 
that trifluoperazine does not stimulate or inhibit gastric secretion. Mullie* has 
found that isopropamide, in a single dose, is capable of inhibiting basal gastric 
secretion for at least 12 hours. The gastric secretory response to histamine is 
also inhibited. Grossman®, in a study of a number of duodenal ulcer patients 
treated with isopropamide, has also shown a definite inhibition of salivary flow 
and gastric acid secretion for periods lasting up to 13 hours after a single 
administration. 


Fifty private patients, comprising a varied group of gastrointestinal condi- 
tions, were selected at random for treatment with Stelabid in the past year. 
These included cases of peptic ulcer, chronic ulcerative colitis, irritable colon 
and regional enteritis. The tablet used contained 2 mg. of trifluoperazine and 
5 mg. of isopropamide. Some of the patients have used the drug for almost a 
year, others for much shorter periods and intermittently. This study was entirely 
a clinical one; no attempt was made to study the effect on gastric acidity or 
motility. Every patient, however, had a complete history, physical examination 
and gastrointestinal x-rays prior to the institution of therapy. 


The ulcer patients were placed on a progressive bland diet with frequent 
and regular milk feedings, plus antacids of the aluminum hydroxide type given 
at regular intervals. Smoking and alcohol were proscribed. The: only other 
medication given was the test compound, one tablet before breakfast and one 


before supper, its action presumed to last 12 hours. 


The ulcerative colitis patients were given dietary therapy, hydrophilic 
powders and intermittent therapy with azulfidine. One received steroid therapy 
during the study. 

The patients with enteritis were similarly treated, except that they did not 
receive azulfidine. Functional disturbances, listed together as “irritable colon” 
were treated with a bland, low-residue diet, hydrophilic powders, if either 
constipation or diarrhea was present and bad hygienic habits were corrected. 
The only additional medicament was Stelabid. All patients were ambulatory 
and were seen or heard from at frequent intervals, so that a close check could 
be kept on favorable or unfavorable aspects of therapy. A large number of 
patients served as their own controls, as they had received previous antichol- 
inergic or sedative therapy. 


It was found that patients who had to discontinue therapy had to do so 
very early in the course of treatment. There was, in some of them, deepseated, 
latent depression, which suddenly came to the surface when anxiety abated 
under the influence of trifluoperazine. The anxiety had evidently served as a 
damper on depression in these patients. As the anxiety lifted, they complained 
of feeling very jittery and depressed and, paradoxically, suffered severe insomnia 
while taking the tranquilizing drug. This occurred within a week of starting 
the medication and abated quickly as the drug was discontinued. One patient 
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with ileitis became severely depressed upon relief of his somatic symptoms and 
required psychiatric referral. Another patient with duodenal ulcer suffered from 
recurrent depression, but he preferred to continue on one tablet a day because 
of the relief of pain he obtained with it. He also required psychiatric care. 
Other undesirable effects of the drug were occasional dryness of the mouth, 
which tended to disappear on reduction of Stelabid dosage. This occurred in 
five patients. One patient developed some urinary difficulty due to a moderate 
degree of prostatic obstruction. 


The cases were divided as follows: 23 cases of duodenal ulcer; 16 of 
irritable colon; 7 of ulcerative colitis; 2 of regional ileitis and 2 of gastric ulcer 
(Table I). The length of follow-up varied; in some cases it was only several 
weeks; in others a few months and in others, for almost a whole year. Many 
patients have been able to get along comfortably with one tablet every morn- 


TABLE I 


Excellent 
Diagnosis Excellent to good Good 


Irritable 
colon 


Duodenal 
ulcer 19 


Ulcerative 
colitis 5 


Regional 
ileitis 


Gastric 
ulcer 2 


Total 50 


ing, instead of two daily. In a number of those who have been able to discon- 
tinue therapy there has been no recurrence of symptoms, and they have been 
able to continue satisfactorily with bland diet and no medication at all. They 
are advised to use Stelabid only on those days whey chey feel they need it. 


Evaluation of results in a subjective study of this kind without double-blind 
control is, of course, open to criticism. One could credi: :he beneficial effect of 
the medication to the suggestive power of using a new drug, however, one 
would have to relate the failures to the same criticism. Our results (see table) 
showed that of the 23 patients with duodenal ulcer, 19 had good to excellent 
results. In four the results were poor and the drug was stopped. For irritable 
colon the drug was good in 11 patients, in the remaining 5 it was unsatisfactory. 
Five of the 7 patients with ulcerative colitis had satisfactory results and in two 
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the medication had to be stopped. In regional ileitis the results were fair in one 
patient and poor in the other. The two patients with gastric ulcer responded well 
to the medicament. The over all incidence of good to excellent results was there- 
fore 74 per cent, indicating that the compound could be expected to produce 
improvement in a significant number of office patients with either organic or 
functional disorders. 


ILLUSTRATIVE CASES 


Case 1:—F.K., male, aged 65, had a coronary thrombosis several years ago 
and was now suffering from mild angina pectoris, severe irritable colon with 
cramps, diarrhea, flatulence and considerable discharge of mucus—at times with 
such bowel urgency as to result in incontinence. Stelabid was given as the only 
medication, combined with a bland, low-cholesterol diet. He had immediate 
relief of all his gastrointestinal symptoms with one tablet twice a day, and after 
a few months was able to continue on only one tablet every morning, with 
the same satisfactory effect. A repeat x-ray showed considerable diminution 
of spasm and irritability of the colon. So pleased was he with the result, that 
he insisted on taking a large supply of the drug with him for his winter sojourn 
in Florida. 


Case 2:—D.S., male, aged 55, duodenal ulcer. He had a cholecystectomy 
for gallbladder disease with stones several years before. At that time he also 
had a duodenal ulcer which has recurred every autumn. In the Fall of 1960 
he had a recurrence more severe than any of the previous ones and was given 
the usual dietary therapy, along with antacid, anticholinergic and sedative drugs. 
Relief was not completely satisfactory. After adding Stelabid, he stated that the 
change to complete relief was almost immediate. He continues to take one tablet 
daily without any other medication. He feels completely well on an almost 
unrestricted diet, avoiding only roughage and spicy foods. Repeat x-ray showed 
disappearance of the niche. 


Case 3:—E.K., male, age 34, irritable colon. This patient has had several 
cancer deaths in his family and developed cancer-phobia with reference to his 
intestinal tract. Symptoms consisted of intermittent pain and bloating. All gastro- 
intestinal x-rays were negative. He improved rapidly on one tablet of Stelabid 
twice a day and with only this medication and a bland diet has remained rela- 
tively free of symptoms for the past six months. He is now using the medication 
intermittently, on the occasional day when he feels the need for it. 


Case 4:—E.H., female, aged 39, irritable colon. Her complaints were vague 
abdominal pains and gaseous indigestion. After one week on the medication 
she became very jittery and suffered from severe insomnia. It was evident that 
she had a latent depression which was masked by anxiety. The drug was dis- 
continued and she was successfully treated with medication directed toward 
her depression. 
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Case 5:—S.Y., male, aged 48, chronic ulcerative colitis of over ten years’ 
duration, with intermittent flare-ups. Treatment with azulfadine and Stelabid 
resulted in considerable improvement. He continues to.take medication because 
of what he calls “the improvement in his nervous state”. 


SUMMARY 


Results of this study show that this new medication, combining a pheno- 
thiazine tranquilizer with an anticholinergic, is a useful adjunct in the treatment 
of varied gastrointestinal disturbances. In a group of 50 such cases, good to 
excellent results were obtained in 37 patients, (74 per cent). The contraindi- 
cations were those related to the effect of the antianxiety drug in the presence 
of a latent depression and the usual side-effects of an anticholinergic drug in 
those susceptible to it. 
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NONSURGICAL TREATMENT OF CHOLELITHIASIS 
WITH OBSERVATIONS ON CHOLECYSTITIS AND LIVER DISEASE 


JACOB A. RIESE, M.D., F.A.C ~*~ 
West New York, N. J. 


Many disorders of the biliary system often pose difficult therapeutic chal- 
lenges. The management of these disorders frequently presents alternatives 
about which there are still great differences of opinion. For example, the here- 
tofore lack of availability of an effective cholecystokinetic cholagogue has not 
only frequently complicated the problem of diagnosis but has restricted the 
modes of treatment. With, however, the recent evidence that a potent chola- 
gogue, D-glucitolt, effectively contracts the gallbladder and provides gratifying 
relief in many disorders of the biliary tract'*, a new approach appears to have 
become available in the treatment of biliary-digestive disorders. These findings 
led us to test the hypothesis that surgery may not, in many instances, constitute 
the sole available corrective measure, and that conservative medical manage- 
ment may provide effective relief since the prompt cholecystokinetic action of 
D-glucitol on the biliary tract appears to stimulate the restoration of regular 
gallbladder function. Tirsch*, for example, in delineating the cholecystographic 
effect of D-glucitol, found that gallbladder contraction began in the fundus 15 
to 20 minutes after ingestion and progressed to the body, reaching a peak at 
30 minutes. 


Since evidence has been demonstrated of a prolonged and definite effect 
of the components of this medication on the gallbladder** as well as enhanced 
absorption of Vitamin Biz and the fat-soluble Vitamins A, D, E and K’, it was 
decided to evaluate the effectiveness of this agent in several types of biliary 
tract disease. 


MATERIAL AND METHODS 


D-glucitoi with homatropine methylbromide was administered to 124 pa- 
tients from private practice and from the gastrointestinal clinic of the Jersey 
City Medical Center. The 41 male and 83 female patients ranged in age from 
19 to 74 years, and were studied and treated for the conditions listed in Table I. 
These included 63 cases of cholelithiasis, 28 cases of a calculous cholecystitis, 
17 cases of postcholecystectomy syndrome, 8 cases of liver disease, and 8 cases 


*Attending Gastroenterologist in Charge of Gastrointestinal Clinic, Jersey City Medical 
Center; Consulting Gastroscopist, Pollak Hospital, Jersey City; Senior Attending Gastro- 
enterologist, North Hudson Hospital, Weehawken; Assistant Professor of Clinical Medicine, 
Seton Hall College of Medicine, Jersey City. 

tSupplied as ProBilagol {D-glucitol—homatropine methylbromide) by the Medical De- 
partment of The Purdue Frederick Company, New York, N. Y. Each teaspoonful provides 
4.5 gm. of D-glucitol and 1 mg. of homatropine methylbromide. 
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of galibladder malfunction of unknown etiology. The diagnosis of each had been 
established by typical history, physical findings, x-rays, blood counts and blood 
sugars, serum bilirubin tests, cholesterol levels, alkaline phosphatase tests, and 
other appropriate laboratory procedures. 


Prominent among symptoms were persistent pain, abdominal discomfort, 
colic with or without jaundice, constipation, vomiting, dietary intolerance, and 
dull right upper quadrant ache with eructation. 


The patients were placed on a therapeutic regimen of D-glucitol and homa- 
tropine methylbromide in a dosage of one to two teaspoonfuls, t.i.d. for periods 
ranging from several months up to a year. When the patients’ response to the 
medication was excellent, no other therapy was used. If there was unsatisfactory 
improvement, some patients were given as concomitant therapy, phenobarbital, 
antacids, nitroglycerin, papaverine, and a low-fat diet. 


Twenty of the patients were used as a control group and were given a 
placebo identical to the active solution in both taste and appearance and in 
the same dosage range. All 20 of the patients in this group had previously 
responded with excellent results to the medication at the time they were 
switched to the placebo. 


The results were classified as to effectiveness according to the following 
criteria: 


Excellent—Complete improvement, absence of symptoms, weight gain, and 
sense of well-being. 


Fair—Definite but incomplete symptomatic improvement. 
Poor—No beneficial response, necessitating a change of therapy. 


A minimum period of two to three weeks of treatment was permitted to 
elapse before attempting to classify the effect of the medication. 


RESULTS 


In the group of 63 patients (Table I) with cholelithiasis, 52 patients (81 
per cent) achieved an excellent or fair response. The 11 cases who failed to 
respond were categorized as poor and were referred for surgery. Of the 28 
patients with noncalculous cholecystitis, 14 patients (50 per cent) achieved an 
excellent response, 4 patients (14 per cent) a fair response, and 10 patients, a 
poor response. These latter patients required surgery and were operated upon. 
Six of the eight patients with gallbladder dysfunction of unknown etiology 
obtained a beneficial result from therapy and only two required surgical inter- 
vention for relief of symptoms. 


Liver disease was diagnosed in 8 patients, 6 of whom suffered from serum 
or infectious hepatitis. In all the patients in this group, an excellent result was 
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obtained. Of the two patients with cirrhosis, one pxtient achieved an excellent 
response evidenced by clinical laboratory findings and one patient a poor result. 


Of 17 patients diagnosed as postcholecystectomy syndrome, subsequent to 
cholecystectomy due to causes such as, hepatitis, pancreatitis, spasm or thicken- 
ing of sphincter of Oddi, and ductal stones, an excellent result characterized 
by complete disappearance of previous symptoms, weight gains and sense of 
well-being was noted in 10 patients and a poor result in 7 patients. The latter 
all required subsequent surgery. 


As previously noted, a placebo was administered to a control group of 20 
patients, comprised of nine patients treated for cholelithiasis, nine patients 


TABLE I 


THERAPEUTIC RESULTS IN 124 PatTreNTts OstaAINeD DurRING TREATMENT 
D-cLucrroL AND HOMATROPINE METHYLBROMIDE 


pcsliatal Degree of therapeutic effectiveness 


Diagnosis Patients Excellent Fair Poor 


Cholelithiasis 63 30 22 ll 
Cholecystitis 28 14 4 10 


Gallbladder 
dysfunction 

Liver disease: 
hepatitis 

(Serum and infectious) 
cirrhosis 


Postcholecystectomy 
syndrome 


*See text for explanation. 


treated for noncalculous cholecystitis and two patients treated for idiopathic 
gallbladder dysfunction. All patients in this group had earlier responded with 
excellent results to therapy with D-glucitol and homatropine methylbromide 
and were asymptomatic at the time of the administration of the placebo. Within 
two weeks, all the patients in this group had a recurrence of their previous 
symptoms. When the placebo was discontinued and the active medication re- 
instituted, their symptoms abated within several weeks. 


Constipation was a prominent symptom in 99 of the patients in the study, 
and was relieved with the administration of the medication. This symptom re- 
curred in all 20 patients placed on the placebo. The only side-effect observed 
was a mild diarrhea, which was present in 21 patients (17 per cent). All other 
patients in the study group improved their bowel habits during therapy. The 


| 
8 | 4 2 | 2 
| 
6 6 
| | | | 
| | | 1 
Lot 


686 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


majority of patients repeatedly stated that they experienced a remarkable sense 
of “well-being” during therapy. All patients, except those operated upon and 
those suffering from cholelithiasis, are still on therapy with no recurrence of 
symptoms at the completion of this study. All patients who responded favorably 
to treatment were able to increase moderately their fat intake without adverse 
reaction. In those patients treated for liver disease, a reduction in the size of 
the liver and a clearing of jaundice was observed within two weeks after the 
commencement of therapy. 


Typical case reports that illustrate the type of response observed are pre- 
sented. X-rays taken before therapy and after eight weeks of treatment demon- 
strated not only the diagnostic advantages but the beneficial effects as well of 
D-glucitol with homatropine methylbromide in the treatment of biliary dis- 
orders. Typical examples follow: 


Figure la, of a 43-year old female, shows poor gallbladder function at onset 
of treatment after ingestion of a fatty meal. The patient had complained of an 
ache in the right upper quadrant, belching, and inability to ingest fats without 
subsequent digestive disturbance when treatment was begun. Figure 1b shows, 
after a fatty meal, a normally functioning gallbladder in the same patient after 
two months of treatment of one teaspoonful of D-glucitol with homatropine 
methylbromide three times daily. The patient became relatively symptom-free 
and was able to eat moderate amounts of fats without complaints. During a 
subsequent two-week period on placebo, the patient experienced a recurrence 
of her previous symptoms. 


Figure 2a, of a 68-year old female, shows presence of stones but an un- 
visualized gallbladder. Patient had a bleeding duodenal ulcer but no previous 
history of pain or medical complaint referable to the gallbladder or ulcer. Two 
teaspoonfuls of D-glucitol with homatropine methylbremide were prescribed 
three times daily before meals for two months and thereafter, one teaspoonful 
three times daily before meals for seven months. Figure 2b after two months’ 
therapy shows the visuauzed gallbladder that was not visible in the previous 
film. The patient at the time of this writing had no complaints and was con- 
tinued on maintenance therapy of one teaspoonful of medication twice daily. 


Case REPORTS 


Case 1:—H. M., age 55, female. For many years this patient had attacks of 
colicky pain in the epigastrium. Gallbladder x-rays revealed many stones, and a 
cholecystectomy was performed. After three months of comfort, the patient 
complained of acute attacks of epigastric pain once weekly. Fats were not 
tolerated well and the preparation (D-glucitol with homatropine methylbromide) 
was prescribed in a dosage of two teaspoonfuls three times daily before meals. 
The patient was also placed on a low-fat diet. After two months of therapy, 
the attacks occurred less frequently, and after four months the patient no longer 


\ 


Riese—Nonsurgical Treatment of Cholelithiasis 687 


complained of pain. Fat can now be ingested in small amounts and the patient 
is on a maintenance dose of one teaspoonful of the preparation three times daily 
after meals. At the time of this writing, it is seven months postoperative and the 
patient is free of complaints. This case illustrates a postcholecystectomy syn- 
drome patient who did very well on ProBilagol therapy. 


Case 2:—W. H., age 44, male. The patient manifested typical signs and 
symptoms of classic cirrhosis of the liver due to alcohol. After three months of 
therapy consisting of two teaspoonfuls three times daily of D-glucitol with 
homatropine methylbromide and a high carbohydrate diet, the symptoms and 
signs disappeared completely. Laboratory findings have become normal and the 
liver is no longer palpable. The patient's appearance and well-being indicate 


Fig. la Fig. lb 


la—Visualization at onset of treatment after ingestion of fatty meal. 
lb—Visualization of gallbladder after two months of treatment and after ingestion of 
fatty meal. 


complete loss of clinical cirrhosis. The patient has continued on this therapy, 
has abstained from alcohol, and at the time of this writing is doing well. 


Case 3:—F. H., age 42, male. The patient complained of frequent attacks of 
typical gallbladder colic of several months’ duration. Repeated x-rays failed to 
visualize the gallbladder, and the patient was placed on a regimen of D-glucitol 
with homatropine methylbromide of two teaspoonfuls three times a day before 
meals. A low-fat diet was also prescribed. After three months’ therapy gall- 
bladder was visualized and stones were observed. Although the patient was 
symptomatically free for six months, a recurrence of severe pain developed. 
Surgery was performed and many stones were found in the gallbladder and 
cystic duct. 
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Case 4:—W. A., age 42, male. A ten-year history of inability to eat fats 
associated with a right upper quadrant ache and eructation was noted. Numer- 
ous x-rays failed to reveal the presence of stones in a well-visualized gallbladder. 
D-glucitol with homatropine methylbromide was prescribed in dosages of two 
teaspoonfuls three times daily for four months, and then in dosages of one 
teaspoonful three times daily for seven months, resulting in complete sympto- 
matic relief even after the ingestion of fats. At this writing, the patient has a 
feeling of well-being, enjoys excellent health, and is able to take fats in mod- 
erate quantities. During the course of treatment, a placebo was substituted for 
two weeks, during which time symptoms recurred. Administration of the test 
preparation resulted in complete symptomatic remission. 


Fig. 2a Fig. 2b 
2a—Film shows presence of stones but an unvisualized gallbladder at onset of treatment. 
2b—X-ray after two months of treatment shows visualized gallbladder that was not 
visible in previous film. 


COMMENT 


Previous evidence has established the potent and effective cholecystokinetic 
action of D-glucitol with homatropine methylbromide. Our own results indicate 
that D-glucitol with homatropine methylbromide constitutes a promising agent 
for the conservative medical treatment of disorders of the biliary tract. With a 
dosage of but one teaspoonful three times daily, encouraging symptomatic relief 
with objective indices of improvement was observed. Although surgery is un- 
questionably the treatment of choice in many cases of biliary-hepatic disease, 
this new agent indicates its potential as a possible substitute for surgical proce- 
dures in the symptomatic correction of many of these disorders, because 
D-glucitol appears effectively to stimulate flushing of the biliary tree while 
simultaneously reducing biliary duct spasm due to the action of homatropine 
methylbromide. 
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In the treatment of gallbladder as of other disease, the avoidance of 
surgery, when feasible, should be a primary objective. This approach is dictated 
not only because biliary-hepatic symptoms are so variable as to yield high inci- 
dence of diagnostic errors, but in addition, the high rate of complications at- 
tendant to gallbladder surgery particularly in elderly persons, bear importantly 
on the decision to be made with respect to treatment. In general, the composite 
approach requires a conservative attitude and balanced judgment in evaluating 
the patient for cholecystectomy, and our impression is that through the use of 
this drug, many patients who otherwise would have been subjected to more 
heroic treatment, were returned to an asymptomatic state. Based on the results 
of this study, a sufficient and significant degree of benefit was observed to avoid 
the statistically significant hazards of surgery in those cases which responded to 
the medication and in those patients whose age and physical condition contra- 
indicated surgery. This latter fact is particularly important because gallbladder 
disease is most common in an age group in which many are afflicted with under- 
lying or associated pathology of other disease processes. Moreover, a high evi- 
dence of postoperative difficulty and postcholecystectomy syndrome is frequent- 
ly observed after cholecystectomy done for noncalculous cholecystitis, or 
noncolic producing calculous cholecystic disease’. 


No evidence was observed that the cholagogue action of D-glucitol with 
homatropine methylbromide resulted in the discharge of stones into the duct. 


The symptomatic relief that did result, however, encourages the application of 
conservative medical therapy for gallbladder disease through use of an effective 
cholagogue. 


The observations of most significance were those relating to the undoubted 
therapeutic effectiveness of D-glucitol and homatropine methylbromide in the 
treatment of cholecystitis with or without stones, gallbladder dysfunction, post- 
cholecystectomy syndrome and liver disease. Symptoms were relieved effec- 
tively and patients repeatedly expressed their sense of enhanced well-being 
after use of the medication. Because the agent is a potent cholecystokinetic 
cholagogue that simultaneously initiates an antispasmodic action that relaxes the 
sphincter of Oddi and dilates the bile duct, the reciprocal action of D-glucitol 
and homatropine methylbromide assures effective and adequate function of the 
biliary system. Thus by dietary control of the ingestion of fat, an optimum ratio 
can be readily established between required fat intake and utilization capacity. 
With minimum diet control, the use of this agent enabled most of the patients 
to lead normal lives. The advantages of this agent become more obvious in the 
treatment of malnourished patients, elderly patients or those patients who are 
poor surgical risks and in whom maintenance therapy is desired. 


Moreover, this agent has an additional advantage over other theoretical 
cholagogues which merely stimulate the flow of bile. This action exclusively is 
of limited value and may actually cause pain unless the sphincter is relaxed 
simultaneously. D-glucitol with homatropine methylbromide affords reciprocal 
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cholagogue activity and physiologic relaxation of the sphincter, an important 
advantage why such excellent results were obtained. 


In those patients with liver disease, the effectiveness of the medication was 
observed after several weeks therapy with objective reduction in jaundice and 
size and tenderness of the liver. Moreover, bilirubin estimations established the 
regression of the disease process in cases of serum and infectious hepatitis. These 
observations indicated that the rate of improvement was substantially accel- 
erated over that which should have been anticipated. In the case of liver dis- 
ease, however, and in spite of these encouraging results, a separate study is 
warranted in these conditions to extend and confirm that the specific improve- 
ment is from the administration of D-glucitol. 


The therapeutic effectiveness of this agent was clearly demonstrated by the 
marked difference in response to the medication and to the placebo. The patients 
with postcholecystectomy syndrome and gallbladder dysfunction have continued 
to take the medication with benefit, some for as long as two years. The 20 
patients who stopped use of the agent with substitution of a placebo, experi- 
enced a prompt recurrence of symptoms which were alleviated promptly with 
the resumption of therapy. 


The use of D-glucitol and homatropine methylbromide in this study resulted 
in symptomatic relief, rapid restoration of regular gallbladder evacuation and 
improved bowel habits, and afforded greater facility in the study and treatment 
of conditions due to a variety of biliary and hepatic disorders. 


SUMMARY AND CONCLUSIONS 


1. A preparation of D-glucitol and homatropine methylbromide was ob- 
served to be a potent and effective cholecystokinetic-cholagogue, providing 
effective symptomatic relief in 94 (76 per cent) of 124 patients with cholelithi- 
asis, acalculous cholecystitis, gallbladder dysfunction, postcholecystectomy syn- 
drome and liver disease. When a placebo was substituted, complaints promptly 
reappeared. 

2. Its use in this study led to a marked subsidence of pain and other 
complaints, improved bowel function and gave rise to a sustained patient sense 


of well-being. 


3. The drug proved to be helpful in diagnostic evaluation of diseases of 
the biliary tract. In cholelithiasis, the drug may be safely used, affording effec- 
tive symptomatic relief although no discharge of stones into the duct was noted. 


4. Its use was observed to obviate the need for surgery in many cases, and 
presented itself as a potential substitute for surgical intervention in the treat- 
ment of many cases of biliary-hepatic disorders. 
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SYMPTOMATIC TREATMENT OF DIARRHEA WITH DIPHENOXYLATE 


ASHER WINKELSTEIN, M.D., F.A.C.G. (Hon. ) 
New York, N. Y 


The patient usually defines diarrhea as any deviation from established 
rhythm in terms of increased number and altered consistency of his stools, and 
of the frequency and discomfort of evacuation. His complaint and request for 
relief are at least as important as the physician’s estimate of any deviation from 
normal bowel pattern. 


Causes of diarrhea may include protozoa, bacteria, neoplasm, molds, viruses, 
drugs, worms, allergies, radiation, vitamin deficiencies, and other specific agents. 
Specific therapy for these is necessary and essential. A large proportion of 
patients with this complaint, however, do not suffer from such specific disease 
entities, and no organic cause for their symptoms can be found. As a result, 
there are a large number of patients with diarrhea of emotional or unknown 
organic origin who require symptomatic relief. In addition, those with specific 
diseases may need such relief during treatment directed toward the causative 
agent. 


COMPLICATIONS OF DIARRHEA 


Diarrhea should be relieved not only because the patient’s primary com- 
plaint deserves attention, but because it may lead to further disturbance or 
even to relatively severe complications. These may include discomfort, or even 
pain, during bowel movements; disturbance of rest; dehydration; disturbance 
of electrolyte balance; nutritional disturbance, hypoproteinemia; and local com- 
plications such as rectal irritation, perirectal abscess, hemorrhoids, bleeding, 
fissure or furunculosis. 


SYMPTOMATIC RELIEF 

Although symptomatic treatment can never be completely separated from 
the treatment of causes of diarrhea, there are certain programs directed pri- 
marily toward the relief of symptoms. These may include the removal of 
intestinal irritants by means of irrigations or cathartics; psychotherapy; diet; 
reduction of intestinal stimulation; protection against intestinal irritation; and 
surgical procedures. Supportive and replacement measures may be needed to 
prevent or correct nutritional complications such as dehydration, electrolyte 
imbalance, or nutritional deficiency. Local complications should be prevented, 
or treated if they occur. 


Drugs have been used in the treatment of diarrhea for several purposes, 
including cure of specific intestinal infections, altering intestinal flora, removing 
intestinal irritants, adsorbing or neutralizing irritants, or slowing the rate of 
intestinal perictalsis. Drugs which reduce the rate of intensity of peristalsis 
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relieve diarrhea by several mechanisms. By slowing the current through the 
intestine they allow time for increased adsorption of fluid. This decreased flu- 
idity in turn reduces the intestinal overstimulation, and as a consequence also 


the rapidity of propulsion, the intensity of cramps and the tenesmus. 


Opium and its congeners have been widely used for this purpose. Cam- 
phorated tincture of opium (paregoric) has not been adequately effective in 
my experience, and its long-continued use is accompanied by the development 
of tolerance. Codeine is very effective, but the danger of addiction is a hazard 
if it is used regularly in very large doses, and it often produces a nauseous, sick 
feeling. 


DEPRESSION OF INTESTINAL ACTIVITY WITH DIPHENOXYLATE 


A drug which approaches the physiologic and therapeutic ideal would 
have the following properties: Immediate relief of diarrhea without excess con- 
stipation, ease of administration, and absence of effect on parts of the body 
other than the intestine. Recently, an agent which closely approaches this ideal 
has been introduced. This drug, chemically described as 2,2-diphenyl-4-(4-car- 
bethoxy-4-phenyl-1-piperidino ) butyronitrile hydrochloride*, has approximately 
the same effectiveness as codeine, but produces fewer side-effects. Legally, it 
is classified as a narcotic because it is capable of preventing withdrawal symp- 
toms in known narcotic addicts'. There has been no evidence of any addiction 
tendency in clinical use at recommended dosage levels and, accordingly, Lomotil 
is classified as an exempt narcotic. Generally speaking, it has produced excellent 
results in both acute and chronic diarrhea**. Atropine in subtherapeutic amounts 
(1/2400 grain of atropine sulfate in each 2.5 mg. tablet of diphenoxylate) is 
added to meet the requirements of the Federal Narcotics Bureau for an exempt 
narcotic. 


MATERIAL AND METHODS 


Since an agent of this kind would have a wide therapeutic application in 
gastroenterology and in general practice, it is of interest to evaluate its utility 
in diarrhea of several etiologies. Over a Aven of several months, in unselected 
cases of 32 patients (18 women and 14 men) aged 25 to 68 years, diphenoxylate 
has effectively inhibited the passage of frequent, watery stools, with a lesse ning 
of the urge to defecate (Table I). Diagnoses included functional diarrhea 
(eight), acute gastroenteritis (three), gastrogenous diarrhea (five), antibiotic 
colitis (two), ulcerative colitis (seven), regional ileitis (four), regional ileo- 
colitis (one), and ileotransverse colostomy (two). Diarrhea had been present 
for one year or less in 20 patients, one to five years in seven patients, over five 
years in five patients, and duration of symptoms was unknown in one. No overly- 
constipating effect was observed and normal evacuation seemed to proceed 
solely on the basis of the action of the drug on intestinal smooth muscle. 


*Lomotil®, G. D. Searle & Co., Chicago, Il. 
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The value of an agent that lowers propulsive motility in patients who have 
severe diarrhea is apparent, in that they are less likely to become dehydrated 
or to develop deficiency syndromes. Diphenoxylate has been found very effective 
in such cases, and is acceptable for use by all patients regardless of other con- 
ditions which may be present. 


Diarrhea is nearly always accompanied by considerable discomfort and by 
physiologic distress. The maintenance of normal stools in all 32 patients treated 
produced great reduction of discomfort and diarrhea. Since the success of this 
therapeutic measure permits the physician to relieve the patient's fears, much 
of the anxiety and apprehension of the patient can be prevented. 


The optimal dose of diphenoxylate is 15 mg. daily (in three 5 mg. doses) 
for three weeks in most patients as initial therapy until diarrhea is controlled. 
Occasionally, however, higher dosages may be required at the outset of treat- 
ment in those with severe diarrhea. Three 2.5-mg. tablets daily are usually 
adequate as maintenance therapy. 


The only side-effect observed was euphoria in two patients, who discon- 
tinued therapy. No contraindications have been established through these 
studies. The ease of administration and the effectiveness of the medication 
make for good acceptance by the patient. 


SUMMARY 


The effectiveness of a new antidiarrheal agent, diphenoxylate (Lomotil), 
in the treatment of diarrhea of several etiologies, has been evaluated. All of 
the 32 patients treated had satisfactory results. This drug has a definite place 
in the management of patients with both acute and chronic diarrhea, and rep- 
resents a close approach to the ideal in this type of therapy. The only side-effect 
observed was euphoria in two patients. There appear to be no contraindications 
to the use of this substance. 


The optimal initial dosage is 15 mg. daily, although higher dosages may 
be advantageous in the beginning of treatment. Maintenance is satisfactorily 
achieved with 7.5 mg. daily. 
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Clinicopathological Conference 
from the Touro Infirmary, New Orleans, La. 


PROTOCOL 


Dr. Ambrose J. Hertzog*:—Case A-53-70. This 43-year old white male en- 
joyed good health until March 16th at which time he developed a sudden onset 
of abdominal cramps with loose diarrheic stools. There was no previous history 
of diarrhea or abdominal pain. He suffered from constipation. Nausea and 
vomiting accompanied the diarrhea. On 17 March he became feverish. The 
diarrhea, vomiting and fever persisted. He was admitted to Touro Infirmary on 
20 March. The patient was described on admission as an acutely ill feverish, 
flushed adult male appearing moderately dehydrated. No rash or jaundice was 
noted. The blood pressure was 104/70; pulse, 110; and temperature 102.6 de- 
grees. The lungs were clear and the heart tones appeared normal. The abdomen 
was soft and not distended. Tenderness was noted in the left lower quadrant, 
with no masses palpable. There was slight generalized tenderness on rectal 
examination. Shortly after admission, the patient developed severe shaking chills, 
became confused, and was noted to be cyanotic. His temperature spiked to 
102.4°. Blood cultures were obtained and penicillin started. Chioromycetin was 
added to the therapeusis. The clinical impression was an acute gastroenteritis, 
possibly due to a Salmonella or Shigella infection. Typhoid fever was also con- 


sidered. A progress note on 23 March stated that the patient had not improved 
during the past few days but his temperature on this date had dropped to 99.2°. 


Laboratory examination showed the blood culture on the day of admission 
to be positive for E. coli. Agglutination tests with the usual febrile antigens 
were negative. Hemoglobin, 19.7 gm.; RBC, 6.10 millions; WBC, 14,900 with 
96 per cent neutrophils including 8 juveniles and 38 bands. Blood glucose was 
93 mg. per cent and NPN, 57 mg. per cent. Stool examination was negative for 
parasites including ameba. Stool cultures were negative for pathogenic organ- 
isms. Urine cultures were negative. Malarial parasites were not found on thick 
and thin blood smears. Urinalysis was negative for albumin and pus cells. 


The patient's fever again rose with daily spikes to 104°. On 29 March a 
progress note stated that the patient continued to have spiking temperature 
with chills lasting up to 30 minutes despite intravenous terramycin and oral 
choloromycetin, and therapeutic doses of emetine and chloroquin. Sensitivity 
studies revealed that the E. coli isolated from the blood stream was sensitive to 
chloromycetin, less sensitive to terramycin, and resistant to aureomycin, strepto- 
mycin, and erythromycin. The white blood count rose to 36,000 with 80 per 
cent neutrophils. The patient was fairly comfortable at this time, not complain- 
ing of pain. No rash, icterus, or petechiae were present. The lungs and heart 


*Pathologist, Touro Infirmary. 
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were normal on auscultation. There were no cardiac murmurs. There was no 
localized tenderness within the abdomen at this time. The abdomen was mod- 
erately distended. A genitourinary work-up revealed no abnormalities and noth- 
ing to suggest the kidneys as the source of the infection. The patient was now 
having what appeared to be normal stools with no diarrhea. Urinary output was 
normal. On 31 March it was noted that the abdomen was more distended and 
there was slight rigidity in the epigastric region. Flat x-rays of the abdomen 
showed much gas in the small intestine and fluoroscopic examination of the 
diaphragm showed no abnormalities. Upon taking x-rays following lipoidal 
swallows the radiologist suspected a possible lesser sac abscess. The temperature 
continued to spike. During the last four days of his life the patient experienced 
difficulty in maintaining his blood pressure. Various vasoconstrictor drugs were 
used in an attempt to maintain an adequate blood pressure. Two days prior to 
death the patient began to vomit small amounts of fresh blood. The abdomen 
became greatly distended and hard with no point of increased tenderness. The 
pulse was 130 and weak. The patient was digitalized with cedilanid. Blood 
pressure was 120/70. Temperature rose to 106°. He continued to have chills. 
He expired on 6 April. 


DIFFERENTIAL DIAGNOSIS 


Dr. Gordon McHardy*:—We have a 43-year old white male who apparently 
was well until 16 March at which time he developed an acute abdomen accom- 
panied by diarrhea. There was no previous history of diarrhea or of abdominal 
pain but he had suffered from constipation. Nausea and vomiting accompanied - 
the diarrhea. After one day he was febrile. As one analyzes the history, the 
initial thoughts center about factors which could cause an acute abdomen in a 
43-year old individual with no previous surgery. Acute appendicitis is probably 
the most likely diagnosis despite the diarrhea. A reasonable number of patients 
with acute appendicitis will have diarrhea as the initial manifestation. In view 
of the fact that he had been previously constipated one might feel that there 
was a possibility of diverticulosis with irritable colon. At 43 he is rather young 
to be having diverticulitis but it is not off the list. An acute phase of regional 
enteritis may sometimes in a perfectly normal individual manifest itself in this 
fashion, as could, of course, all the other infectious enterocolitides. So, these 
are the preliminary thoughts at this point, an acute abdomen of an undeter- 
mined nature, and in view of the person’s age, I am leaning away from diverti- 
culitis. The age 43 in our recent experience would not eliminate the possibility 
of a malignant neoplasm which may also manifest itself in this fashion. When 
we speak of diverticula we of course should not overlook the possibility of a 
Meckel’s diverticulum. 


In the progress history we note that the diarrhea, fever and vomiting per- 
sisted. He was admitted to Touro Infirmary on the 20th of the month, acutely 
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ill, febrile flushed and dehydrated, but showed no dermal reaction or jaundice. 
His abdomen was not distended; it was soft, and tenderness was limited to the 
left lower quadrant. This makes one revert back to diverticulitis, as against 
appendicitis unless he had a left-sided appendix. No mass was palpable which 
to some degree is against an acute diverticulitis. There was a slight generalized 
tenderness present on rectal examination. It was not mentioned whether a procto- 
sigmoidoscopic study was done. If it was omitted it was a significant oversight 
in a diarrheal patient. Shortly after admission the patient developed severe 
shaking chills, became confused, and was noticed to be slightly cyanotic. His 
temperature rose to 103.4°. Blood cultures were obtained and you will notice 
later that these blood cultures were positive for E. coli. Here we have a true 
septic factor entering the illness. He was started on antibiotic therapy and 
Salmonella, Shigella and typhoid were under consideration. You notice that he 
was put on chloromycetin with improvement in that his temperature dropped 
to 99.2°. In the laboratory studies we have this positive blood culture or E. coli; 
all other studies were on the negative side except that in response to an acute 
inflammatory reaction there was leucocytosis with a neutrophilic response. Stool 
cultures were repeatedly negative, discounting Salmonellosis and Shigellosis. 
Urine cultures were also negative for E. typhi. The patient's fever rose again 
with daily spikes of 104°. 


Let us stop for one point. We think we have ruled out typhoid. A number 
of patients with endotoxic bacteria, however, particularly those which arise in 
the colon, on treatment with such drugs as chloromycetin which control their 
blood culture and their bacterial infection, show an endotoxic shock about this 
period, apparently from the destruction of the organisms. So that if E. coli here 
was the offender we could have the theory of an endotoxic shock occurring 
from actually the destroyed organism, E. coli, or possibly another virulent 
organism. On the 29th the progress note states that the patient continued to 
have spiking temperature with chills lasting up to 30 minutes despite intra- 
venous terramycin and oral chloromycetin. The patient did not respond to a 
therapeutic test (emetine and chloroquine) for amebiasis. Sensitivity studies 
revealed the colon organism to be sensitive to chloromycetin, terramycin, aureo- 
mycin, streptomycin and erythromycin. The leucocytosis increased. The patient, 
however, seemed to be doing remarkably well and at this time had no localized 
abdominal tenderness despite distention. The distention suggests some peritoneal 
reaction. A genitourinary survey at this time was normal. The patient now 
appeared to be having normal stools; there was no further diarrhea. On the 
31st his abdomen became more distended and there was slight rigidity in the 
epigastric region. X-rays showed gas in the small intestine indicative of small 
bowel obstruction, probably not on a mechanical basis, but as a reaction to 
peritoneal contamination. Fluoroscopic examination showed no abnormalities. 
Upon taking x-rays after lipoidal swallows, the radiologist suspected a possible 
lesser sac abscess. I am told that this was based only on fluoroscopy and not on 
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film studies. The temperature continued to spike. During the last four days of 
his life the patient was in chronic hypotensive shock despite various vasocon- 
strictor drugs. It is remarkable they did not use steroids. Two days prior to 
death the patient began to vomit small amounts of fresh blood. The abdomen 
became rigidly distended with no points of localized tenderness. The pulse was 
130 and weak. The patient was digitalized. His temperature rose to 106°. He 
continued to have chills and expired after a 20-day illness. 


The duration of the illness immediately rules out the possibility of a mesen- 
teric artery thrombosis, if someone wanted to think of vague entities. I am 
inclined to conclude that this patient probably had some type of acute abdom- 
inal catastrophe, as suggested at the beginning of my discourse, such as, an acute 
appendix, acute diverticulitis—Meckel’s or otherwise—and that he perforated 
with a peritoneal reaction and developed a concealed abscess with a septic 
course. The three factors—sepsis, shock and extreme high fever—strongly suggest 
this as the best possibility. In an obscure abscess the commonest organism that 
is missed is E. coli. The explanation of why this man terminally had upper 
abdominal localization with a suggestion on the x-ray of a lesser sac infection 
and then vomited blood, would start someone occasionally thinking in the 
terms of the possibility of pancreatitis. Certainly if it was such the initial history, 
physical examination and other findings were very misleading. One may en- 
counter the reactionary type of condition that occurred in this individual as a 
response to chloromycetin; also an endotoxic affair could result in structural 
damage by hemorrhage into the adrenals and give as great collapse as did occur 
in this individual. 

The only other possibility in trying to look for one of the vaguer entities is 
that described by the English as necrotizing enteritis which to some degree 
follows this course of events. They perforate, they localize and abscess and they 
die actually of the three factors—sepsis, shock and extreme fever. The point of 
interest is the positive blood culture for E. coli and the fact that neomycin which 
should probably be the most therapeutic agent was not used. 


Medically I end up with a number of possibilities, but no concrete diag- 
nosis, other than feeling that the best possibility is an acute type of inflammatory 
reaction with perforation. The surgeons saw this patient at some time during 
the course of events although it isn’t stated what their conclusion was. I will 
close with a request for a surgical consultant for this patient, because he might 
be of mechanical help. I feel that the patient should have been proctoscoped 
early in the game to at least rule out that lower portion of the gastrointestinal 
tract as the source of his infection. 


Dr. Hertzog:—Thank you, Dr. McHardy. We have some surgeons in the 
audience so we can get a surgical consultation right now. 


Dr. Reichard Kahle:—I certainly agree with Dr. McHardy that a perforated 
appendicitis is a good possibility here, with a secondary abscess which was 
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probably hidden. I would like to mention something that before the days of 
antibiotics we occasionally saw much to our regret; namely, a suppurative pyle- 
phlebitis ascending from the mesenteric veins into the portal system. This might 
account for the positive blood cultures, and for the septic course. I am not sure 
I could fit in the x-ray suggestion that there was an abscess in the lesser sac, 
but wonder if an enlarged liver with multiple abscesses could possibly explain 
the x-ray discrepancies? 


Dr. Hertzog:—Dr. Kahle, you never saw this man. He was very sick and it 
is a rather unfair question, but what do you think about surgical exploration? 


Dr. Kahle:—With the patient apparently improving on chloromycetin ther- 
apy, I could readily understand why surgery might have been withheld under 
those circumstances. But with continued fever and sepsis I think that, being a 
surgeon, I might have been tempted to have a look-see. Especially if suppura- 
tive pylephlebitis had been on my mind with the idea that ligation of the portal 
vein might be done to stop the septic process. 


Dr. Hertzog:—Dr. Karlin, have you had a chance to read the protocol? 


Dr. Sam Karlin:—After having read through half the protocol and listening 
to the discussion I would be inclined to agree with the feeling that somewhere 
along the line we had a suppurative appendix or a diverticulum with sepsis and 
as Dr. Kahle stated, if I had seen the patient and the patient had seemed to 
be improving I might have been inclined to leave the patient alone. Of course 
by the time you make up your mind yltimately to go in, by that time it is 
usually too late. But I think I would not have operated if I had seen him early 
in his illness. 


Dr. Hertzog:—You mentioned appendicitis, but the only localizing sugges- 
tion of pathology he had was in the left lower quadrant of his abdomen. 


Dr. Karlin:—This doesn’t mean anything particularly because you can have 
an appendix lying anteriorly along the pelvis with a collection of pus over the 
region of the sigmoid. 


Dr. Hertzog:—We can ask another surgeon in consultation, Dr. William 
Leon. 


Dr. Leon:—One of the things that struck me as I was reading over the 
protocol was the insidiousness at the onset of this so far as the abdomen was 
concerned. I think we all have to agree that there was some complication of an 
intraabdominal process going on. This insidious onset with the diarrhea made 
me think in terims of a mesenteric thrombosis. We had a patient in the hospital 
about three months ago who had such an onset of two weeks’ diarrhea and mild 
abdominal tenderness and at no time was he as acutely ill as this patient was. 
Yet finally when we explored him he had a diffuse mesenteric thrombosis re- 
quiring resection of about 8 feet of bowel. This process of course, varies in 
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intensity and I think this is a possibility in this particular man despite the fact 
that he did not have bloody stools. I would suspect that we would find some 
liver abscesses as well. 


Dr. Hertzog:—Most of the gastroenterologists here know the diagnosis so 
[ will ask them to talk later. I may add that venous mesenteric thrombosis can 
produce a very bizarre type of sypmtomatology. The cases that we usually see 
at autopsy with mesenteric thrombosis, however, are old persons with arterio- 
sclerotic occlusion or else a cardiac patient giving off emboli. It is a pretty rare 
complication to have perforation following a mesenteric thrombosis. These cases 
usually develop an ileus with peritonitis and rarely perforate in my experience. 


Fig. 1—Segment of colon showing perforated diverticulum. 


PATHOLOGICAL DISCUSSION 


Dr. Hertzog:—At autopsy this 43-year old man was well developed and 
well nourished. When we opened up the abdomen there was no peritonitis. The 
coils were a little distended but there was no ileus. There was some induration 
and a palpable retroperitoneal mass in the mesentery of the sigmoid colon. This 
is a segment of the sigmoid colon that has been taken out (Fig. 1). He had a 
perforated diverticulum of the sigmoid. You will notice that a probe goes 
through the diverticulum and at the time of the autopsy this entered into a sac 
where there was present approximately 5 or 10 c.c. of purulent pus, adjacent 
to the perforation. There were other diverticula present. There was also 
suppurative pylephlebitis. A branch of the inferior mesenteric vein entered into 
the abscess and it led up into the portal vein. The portal vein and this inferior 
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mesenteric vein were filled with purulent suppurative material. There was no 
definite thrombi. 


The liver showed no gross abscesses. It was a very sick looking liver—pale, 
swollen with a mottled appearance. Microscopically, there were multiple small 
miliary abscesses. The man did have some upper gastrointestinal bleeding, as 
noted on the protocol. The source of that upper gastrointestinal bleeding was 
these multiple superficial erosions and ulcers of the gastric mucosa, which were 
apparently a rather terminal event and probably on a toxic basis. Levin tubes 
will sometimes produce superficial erosions but I don’t think this man was 
intubated. 


The diagnosis, then, is a perforated diverticulitis of the sigmoid colon, 
suppurative pylephlebitis and multiple miliary liver abscesses. I want to say 
that diverticulosis is very common finding at autopsy, particularly in older 
people. As Dr. McHardy said, it is rather unusual to see diverticulosis and 
diverticulitis in this age group. 


Dr. McHardy:—The only comment I have is to be very pleased that I sug- 
gested the possibility in the individual at age 43 of a perforated diverticulum. 
It gives rise to consideration of a prophylactic resection of the colon in people 
with symptomatic diverticulosis. Certainly in the average individual of this age 
group you wouldn't have been too happy about programmizing a prophylactic 
resection if you had found the diverticula on a routine examination. When, how- 


ever, one considers the potentiality of diverticula in the increasing age popula- 
tion, the thought of prophylactic management of these patients should be con- 
sidered and I feel it would be well at this time to have a surgical comment on 
what the surgeons feel in that respect. All cases should be carefully individual- 
ized or a terrific number of colon resections might be performed. 


Dr. Hertzog:—1 will ask Dr. Marshall Michel to comment on this question. 


Dr. Michel:—The indication for surgery in diverticulosis is the same as for 
peptic whit. namely, hemorrhage, obstruction, question of malignancy, perfora- 
tion and fistula. I think that the younger the patient is the more you should 
urge elective resection because their life expectancy is much greater and there- 
fore they are apt to have more trouble. Also I believe that the male should be 
urged to have resection if he has recurring symptoms which have not responded 
to treatment, because one of the most serious complications of sigmoid diverti- 
culitis is vesicocolic fistula which practically never occurs in the female because 
the uterus separates the colon from the bladder. So therefore I think you have 
the right to urge male patients to have elective resection a little more strongly 
than you do females. Now another thing to remember is that when you do a 
one-stage elective resection, you do just one operation, whereas if you want 
until the patient has a perforation with an abscess or a vesicocolic fistula or 


some other serious complication, that may mean a three- -stage operation with an 
initial colostomy. 
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Dr. Hertzog:—The perforated diverticulum was situated in the midsigmoid 
colon. Would we have gained some information in this case from a proctoscopic 
examination? 


Dr. Michel:—It would have been very difficult, not only because of the 
height of the lesion—you could reach it with a long proctoscope, but associated 
with a diverticulitis there is a lot of spasm of the colon, both above and below 
the lesion. In my experience it is difficult to reach these lesions with a procto- 
scope. 


Dr. McHardy:—I would say difficult to get to the lesion but to some degree 
diagnostic, in that your inability to reach it and the amount of pain you cause 


the patient would ‘make you strongly suspicious of a lesion higher up in the 
colon. When you are proctoscoping a patient and you cannot enter the sigmoid 
and the degre e of tension you exert on the sigmoid when you attempt to enter 


it causes severe pain you have a pretty good suspicion of fixation by an inflam- 
matory disease, particularly in the male. In the female you have all the pelvic 
organs to consider. But in the male when you cannot enter the sigmoid with a 
proctoscope it is strongly suspicious of an inflammatory fixed lesion. I certainly 
feel that it should have been a part of his examination. Any patient with diar 
rhea should have this as part of his studies. 
FINAL ANATOMICAL DIAGNOSIS 

Perforated diverticulum of sigmoid colon. 

Retrocolic abscess (E. coli). 

Suppurative phlebitis of inferior mesenteric vein. 

Multiple miliary abscesses of liver. 

E. coli bacteremia. 


Superficial gastric mucosal erosions. 
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NEWS NOTES 


VIII PAN AMERICAN CONGRESS OF GASTROENTEROLOGY 


The Eighth Pan American Congress of Gastroenterology is scheduled to be 
held 23-25 April 1962 at the Hotel Roosevelt in New York City. 


The Congress will immediately precede the annual meeting of the American 
Gastroenterological Association. It is being held under the joint auspices of the 
Asociacién Interamericana de Gastroenterologia and the American Gastroentero- 
logical Association. 


The principal themes of the Congress will be nonneoplastic diseases of the 
esophagus including Chagas disease, rectocolitis, schistosomiasis and chronic 
gastritis. 

Further information may be obtained from Dr. Charles A. Flood, Executive 
Secretary, 160 Ft. Washington Ave., New York 32, N. Y. 


SHARE YOUR JOURNALS 


The United States Committee of The World Medical Association is sponsor- 
ing a project to send used medical journals to physicians in Asia. Specialty 
journals are needed, particularly this one. 


If you wish to participate in this doctor-to-doctor program, please write to 
The World Medical Association, United States Committee, 10 Columbus Circle, 
New York 19, N. Y., listing the journal(s) you wish to contribute. 


= 


“American Journal Gastroenterology 


INDEX TO VOLUME 36 


JULY—DECEMBER 1961 


PAGES 1—748 


Supyect INDEX 


A 


Abdominal Aorta, Arteriosclerotic Aneurysm of— Rupturing into the Third Portion of 
Duodenum 
Absorption of Protein, Fat and Carbohydrate and Their Digestion Products from the 
Small Intestines 
Abstracts: 
Esophagus 
Gastrointestinal Tract 
Intestines 
Liver and Biliary Tract 
Pancreas 
Pathology and Laboratory Research 
Psychosomatic Medicine 
476, 597, 
Absorption, Some Problems of Intestinal 
Accuracy of X-ray Diagnosis of Ulcerating Gastric Lesions 
Achalasia, Treatment of 
Adrenalectomy, Therapeutic Use of— in the Treatment of Ascites 
Aminopeptidase Assay, Experience with the Leucine 
Anatomy (Book Review) 
Anesthesia for Patients with Jaundice 
Aneurysm, Arteriosclerotic— of Abdominal Aorta Rupturing into the Third Portion of 
Duodenum 
Antacid-Antisecretory Compound, Clinical Trial of a New Long-Acting 
Antacid Tablet, Comparative Study with a New 
Aorta, Arteriosclerotic Aneurysm of Abdominal— Rupturing into the Third Portion of 
Duodenum 
Appendicitis: 
Ice Pack in—, The 
Left-Sided Colonic Lesions Masquerading as Acute 
Appetite Suppressant, A Controlled Clinical Evaluation of the—, Benzphetamine, with 
and without the Tranquilizer, Ectylurea 
Appraisal of Associated Conditions Occurring in Autopsied Cases of Lipoma of the 
Gastrointestinal Tract, An 


\ 
656 
133 
715 
475 
719 
726 
482 
486 
388 
607 
716 
525 
148 
143 
55 
241 
734 
44 
656 
336 
671 
656 
422 
521 
. $2 
413 
707 


708 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


Arteriosclerotic Aneurysm of Abdominal Aorta Rupturing into the Third Portion of 
Duodenum 

Ascites: 
Surgical Considerations in the Treatment of 
Therapeutic Use of Adrenalectomy in the Treatment of 

Atresia of the Gallbladder 

Atypical Bacterial Pathogens in the Intestinal Tract 


B 


Bacterial Pathogens, Atypical— in the Intestinal Tract 

Barium Meal, Experience with an Evacuant Incorporated into a Diagnostic 

Behaviour Therapy and the Neuroses (Book Review) 

Benzphetamine, A Controlled Clinical Evaluation of the Appetite Suppressant—, with 
and without the Tranquilizer, Ectylurea 

Biliary Dyskinesia—Report of Two Cases with Physiologic Studies 

Biochemistry of Human Genetics (Book Review) 

Bleeding Esophageal Varices, The Treatment of 


Cc 

Cancer: 
Experiences with DPA and KIK in the Gastric Juice of Patients with Gastric 
Newer Trends in the Chemotherapy of Advanced Gastrointestinal .............. 

Carbohydrate, Absorption of Protein, Fat and— and Their Digestion Products from the 
Small Intestines 

Carcinoma of the Gallbladder 

Carcinoma of the Esophagus 

Chemotherapy of Advanced Gastrointestinal Cancer, Newer Trends in the 

Chlordiazepoxide, The Use of— in the Treatment of Patients with Functional Gastro- 
intestinal Disorders 

Cholecystitis: 
Nonsurgical Treatment of Cholelithiasis with Observations on— and Liver Disease 683 
Surgical Management of Acute 

Cholelithiasis, Nonsurgical Treatment of— with Observations on Cholecystitis and Liver 
Disease 

Choleretic Agent, The Cholesterol Drainage Through a 

Cholesterol Drainage Through a Choleretic Agent, The 

Ciba Foundation Study Group No. 1: Pain al Itch, Nervous Mechanism (Book Review) 733 

Ciba Foundation Study Group No. 3: Cancer of the Cervix—Diagnosis of Early Forms 
(Book Review) 

Ciba Foundation Tenth Anniversary Symposium: Significant Trends in Medical Research 
(Book Review ) 

Cirrhosis du Foie, Bases Etio-Pathogeniques et Physio-Pathologiques de Leur Traitment 
(Book Review) 

Cirrhosis; 
Present Status of the Management of 
Problems in the Diagnosis of— of the Liver 

Clinical Test of a New Tranquilizer-Anticholinergic Combination in Gastrointestinal 
Disease 

Clinical Trial of a New Long-Acting Antacid-Antisecretory Compound 

Clinicopathological Conference 

Colitis, Topical Steroid Therapy for Ulcerative 

Colon, Roentgenographic Diagnosis of Polyps of the 

Comparative Study with a New Antacid Tablet 

Controlled Clinical Evaluation of the Appetite Suppressant, Benzphetamine, with and 
without the Tranquilizer, Ectylurea, A 

Current Therapy—1960 (Book Review) 


656 
51 
55 
78 

513 

513 

445 

100 
82 

268 

609 
62 

) 


INDEX TO VOLUME 36 


D 
Diarrhea, Symptomatic Treatment of— with Diphenoxylate (Lomotil ) 


Dibenzylamine Dihydrochloride (Ro 2-7983), An Experimental Study of N- (3-Pyridyl- ie 


methyl)— on the Gastrointestinal Tract 

Dietary and Medical Treatment of Postgastrectomy Symptoms, The 

Dietotherapy, Some Principles of 

Digestion Products, Absorption of Protein, Fat and Carbohydrate and Their— from the 
Small Intestine 

Diphenoxylate (Lomotil), Symptomatic Treatment of Diarrhea with 

Diverticular Disease with Particular Reference to the Management of Concomitant 
Fistula and Sinus Formation 

DPA and KIK, Experiences with— in the Gastric Juice of Patients with Gastric Ulcer ... 

Duodenal Obstruction, Retroperitoneal Hematome Producing 

Duodenal Ulcer: 
Clinical and Radiological Evaluation of Intractability 
Hemigastrectomy and Vagotomy for the Treatment of 
Role of Vagotomy in the Surgical Control of—, The 

Duodenal Ulceration, In Situ pH of Gastric Contents in Patients with Gastric and— 
Under Therapy 

Duodenum, Arteriosclerotic Aneurysm of Abdominal Aorta Rupturing into the Third 
Portion of 


E 


Ectylurea, A Controlled Clinical Evaluation of the Appetite Suppressant, Benzphetamine, 
with and without the Tranquilizer 

Edema, Treatment of Hepatic 

Esophageal Varices, The Treatment of Bleeding 

Esophagus, Carcinoma of the 

Evacuant, Experience with an— Incorporated into a Diagnostic Barium Meal 

Evaluation of the Portacaval Shunt 

Experience with an Evacuant Incorporated into a Diagnostic Barium Meal 

Experience with the Leucine Aminopeptidase Assay 

Experience with DPA and KIK in the Gastric Juice of Patients with Gastric Cancer .... 

Experimental Study of N- (3-Pyridylmethyl) Dibenzylamine Dihydrochloride (Ro 2-7983) 
on the Gastrointestinal Tract, An 


Fat, Absorption of Protein, and Carbohydrate and Their Digestion Products from the 
Small Intestine 


Fistula, Diverticular Disease with Particular Reference to the Management of Concomi- 
tant— and Sinus Formation 

Folic Acid, The Gastrointestinal Metabolism of Vitamin By. and 

Functional Gastrointestinal Disorders, The Use of Chlordiazepoxide in the Treatment of 
Patients with 


Gallbladder: 
Atresia of the 


Gastrectomy, Pathology Associated with 
Gastric and Duodenal Ulceration, In Situ pH of Gastric Content in Patients with— under 


656 


‘ 
709 
i 
645 
| 309 
{ 133 
692 
127 
559 
432 
171 
546 
176 
553 
|| 
Drug Therapy, Long-Term— in Peptic Ulcer: Experience in 326 Cases ............... 661 
82 
294 
62 
417 
445 
15 
445 
241 
559 
320 
F 
127 
313 
464 
Further Study on Iodine Test of Liver Function 468 
G 


710 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


Gastric Cancer, Experiences with DPA and KIK in the Gastric Juice of Patients with ... 559 
Gastric Contents, In Situ pH of— in Patients with Gastric and Duodenal Ulceration under 
Therapy 
Gastric Disease, Laboratory Aids in 
Gastric Juice, Experiences with DPA and KIK in the— of Patients with Gastric Cancer . 
Gastric Lesions, Accuracy of X-ray Diagnosis of Ulcerating 
Gastroenteric Gas Syndromes, Management of 
Gastrointestinal Cancer, Newer Trends in the Chemotherapy of Advanced 
Gastrointestinal Disease, Clinical Test of a New Tranquilizer-Anticholinergic Combination 
in 
Gastrointestinal Disorders, The Use of Chlordiazepoxide in the Treatment of Patients 
with Functional 
Gastrointestinal Metabolism of Vitamin B,. and Folic Acid, The 
Gastrointestinal Tract: 
Appraisal of Associated Conditions Occurring in Autopsied Cases of Lipoma of 
the—, An 
Experimental Study of N- (3-Pyridylmethyl) Dibenzylamine Dihydrochloride 
(Ro 2-7983) on the—, An 
Gastroscopy 


Hematoma, Retroperitoneal— Producing Duodenal Obstruction 
Hemigastrectomy and Vagotomy for the Treatment of Duodenal Ulcer 
Hepatic Edema, Treatment of 

Hepatic Failure and Its Treatment 

Heritable Disorders of Connective Tissue (Book Review) 

Human Growth (Book Review) 


Ice Pack in Appendicitis, The 

In Memoriam: 
Savage, Cyril E. 
Troast, Leonard 

In Situ pH of Gastric Contents in Patients with Gastric and Duodenal Ulceration under 
Therapy 

Insulin and Diabetes (Book Review) 

Intestine, Absorption of Protein, Fat and Carbohydrate and Their Digestion Products 
from the Smal. 

Intestinal Absorption, Some Problems of 

Intestinal Parasitic Disease, Trials and Tribulations in the Treatment of 

Intestinal Tract, Atypical Bacterial Pathogens in the 

Introduction to Cellular Therapy (Book Review) 

Iodine Test, Further Study on— of Liver Function 


Jaundice, Anesthesia for Patients with 


Laboratory Aids in Gastric Disease 
Large Meckel’s Diverticulum—A Case Report 
Left-Sided Colonic Lesions Masquerading as Acute Appendicitis 
Lesions: 
Accuracy of X-ray Diagnosis of Ulcerating Gastric 
Left-Sided Colonic— Masquerading as Acute Appendicitis 


| H 
I 
422 
595 
90 
553 
734 
133 
525 
570 
513 
733 
468 
J 
L 


INDEX TO VOLUME 36 


Leucine Aminopeptidase Assay, Experience with the 

Lifespan of Animals, The (Book Review) 

Lipoma, An Appraisal of Associated Conditions Occurring in Autopsied Cases of— of the 
Gastrointestinal Tract 413 

Liver: 

Further Study on Iodine Test of— Function 

Nonsurgical Treatment of Cholelithiasis with Observations on Cholecystitis and— 
Disease 

Problems in the Diagnosis of Cirrhosis of the 

Long-Term Drug Therapy in Peptic Ulcer: Experience in 326 Cases 

Lymphatics and Lymph Circulation (Book Review) 


M 


Maladie Lithiasigne des Voies Biliares la Lithiase Vesiculaire, La (Book Review) 
Management of Gastroenteric Gas Syndromes 
Meckel’s Diverticulum, Large—: A Case Report 


N 


Newer Trends in the Chemotherapy of Advanced Gastrointestinal Cancer 

News Notes 90, 208, 356, 595, 698, 706 

Nonsurgical Treatment of Cholelithiasis with Observations on Cholecystitis and Liver 
Disease 


Obstruction, Retroperitoneal Hematoma Producing Duodenal 


P 


Pancreatitis, The Surgical Management of Chronic 

Parasitic Disease, Trials and Tribulations in the Treatment of Intestinal 

Pathogens, Atypical Bacterial— in the Intestinal Tract 

Pathology Associated with Gastrectomy 

Peptic Ulcer, Long-Term Drug Therapy in—: Experience in 326 Cases 

Phosphrous Metabolism of Brain (Book Review) 

Polyps, Roentgenographic Diagnosis of— of the Colon 

Portacaval Shunt, Evaluation of the 

Postgastrectomy Symptoms, The Dietary and Medical Treatment of 

Practical Guide for Surgical Management, A (Book Review) 

Present Status of the Management of Cirrhosis 

President’s Message 89, 355, 474 

Problems in the Diagnosis of Cirrhosis of the Liver 32 

Proceedings of an Interdisciplinary Conference on Self-organizing Systems (Book Review) 734 

Protein, Absorption of—, Fat and Carbohydrate and Their Digestion Products from the 
Small Intestine 


R 


Radiation Protection and Recovery (Book Review) 

Radiological Evaluation, Duodenal Ulcer: Clinical and— Evaluation of Intractability .... 
Retroperitoneal Hematoma Producing Duodenal Obstruction 

Roentgen Examinations in Acute Abdominal Disease (Book Review) 

Roentgenographic Diagnosis of Polyps of the Colon 


711 
|_| 
Psychological Technics in Diagnosis and Evaluation (Book Review) ................. 735 
733 
171 
432 
100 
72 


712 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


Rokitansky-Aschoff Sinuses, Significance of the 
Role of Vagotomy in the Surgical Control of Duodenal Ulcer, The 


S 


Significance of the Rokitansky-Aschoff Sinuses 

Sinus Formation, Diverticular Disease with Particular Reference to the Management of 
Concomitant Fistula and 

Some Principles of Dietotherap 

Some Problems of Intestinal Absorption 

Spasm Direct and Indirect 

Steroid Therapy, Topical— for Ulcerative Colitis 

Studie van de Leven Insufficentie Precoma en Coma (Book Review) 

Surgical Considerations in the Treatment of Ascites 

Surgical Gastroenterology, Considerations Based on Pathologic Physiology (Book ‘eview) 735 

Surgical Management of Acute Cholecystitis 160 

Surgical Management of Chronic Pancreatitis, The 

Symptomatic Treatment of Diarrhea with Diphenoxylate (Lomotil) 


T 


Therapeutic Use of Adrenalectomy in the Treatment of Ascites 

Topical Steroid Therapy for Ulcerative Colitis 

Tranquilizer-Anticholinergic Combination, Clinical Test of a New— in Gastrointestinal 
Disease 

Treatment of Achalasia 

Treatment of Bleeding Esophageal Varices, The 

Treatment of Hepatic Edema .... 

Trials and Tribulations in the Treatment of Intestinal Parasitic Disease 

Trichinosis 


Ulcer: 
Duodenal—; Clinical and Radiological Evaluation of Intractability 
Hemigastrectomy and Vagotomy for the Treatment of Duodenal 
Long-Term Drug Therapy in Peptic—: Experience in 326 Cases 
Role of Vagotomy in the Surgical Control of Duodenal—, The 
Ulcerating Gastric Lesions, Accuracy of X-ray Diagnosis of 
aan In Situ pH of Gastric Contents in Patients with Gastric and Duodenal— under 
era 
Ulcerative Colitis, Topical Steroid Therapy for 


Use of a in the Treatment of Patients with Functional Gastrointestinal 
Disorders, e 


Vagotomy: 
Hemigastrectomy and— for the Treatment of Duodenal Ulcer 
Role of— in the Surgical Control of Duodenal Ulcer, The 
Varices, The Treatment of Bleeding Esophageal 
Vitamin B,., The Gastrointestinal Metabolism of—, and Folic Acid 


X 


X-ray Diagnosis, Accuracy of— of Ulcerating Gastric Lesions 


| 
55 
343 
678 
143 
62 
294 
570 
67 
; U 
171 
546 
661 
176 
148 
553 
343 
464 
V 
| 


INDEX TO AUTHORS 


Addleman, William 

Albot, Guy 

Bair, Robert C. 

Ballinger, Walter F., II 

Baronofsky, Ivan D. .............+. 
Bartenbach, G. 

Becker, A. 

Benjamin, 

Bernstein, 

Bernstein, 

Bernstein, 

Bertko, Robert 

Bowers, Warner F. .... 735 
Breidenbach, Warren C. 

Brenner, Abraham J. 

Brooks, Frank P. 


Cameron, Scott 

Cass, Leo J. 

Chodoff, Richard J. ................ 160 
Cohen, C. M. 

Collins, Donald C. 

Colon, Carmen M. 

Conn, Howard F. 

Creek, Dale W. 

Di Waltet A... 
David, Norman A. 

DeFeo, Edward 

deGroote, Jan 

553 


E-F 


Feldman, Maurice 

Finkelstein, Arthur K. 

Foldi, Mihaly 

Fredericks, Lillian E. .............. 


Frimman-Dahl, J. 
Fuchs, Morton 


Gambescia, Joseph M. 

Gardner, Ernest 

Gerald, Barry E. 

Gershon-Cohen, J. 
Ginsberg, David K. 

Goldman, Marvin 

Goldstein, Franz 

Gray, Donald J. 

336 
Gribovsky, Emil 

Halpert, Bela 

Haupt, George J. 

Hawthorne, Herbert R. 


Hollaender, Alexander 
Hurley, John D. 


Johnson, Robert G. ................ 268 
Johnston, Charles G. ............... 15 
Johnston, Robert 

Jordan, George L.., Jr. 

Kalayasiri, Chiamchit 

Kivel, Raymond M. 525 
Kreel, Isadore 


Large, Alfred M. 
Martin, Alison 

McGregor, Robert A. ...........++- 127 
McKeown, John J., Jr. .........000- 248 
Menin, William 

Merlo, Mauro 


Niehaus, Paul 
O’Connor, Cecilia 


| 
G-H 
C-D I-J-K 
|_| 
N-O 
713 


714 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


O’Connor, Maeve 
O’Rahilly, Ronan 
Ozlu, Cavit 


Patterson, Marcel 

Paustian, Frederick F. ............. 
Pellegrino, Peter C, 

Penzel, Justin 

Poilleux, F. 


Reisner, Edward H., Jr. .........4+ 313 
Rider, J. Alfred 


Rodriguez Olleros, A. 

Rosenblum, Louis A. 

Rukstinat, George J. 183 
Rusznyak, Istvany 100 


Spellberg, Mitchell A. ............. 279 
Spiro, Robert K. 
Stefko, Paul L. 
608 


— 
Stremp 


Tempieton, John Y., III 

Teplick, J. George 

Tirsch, Harry 

Titthasiri, Nantha 

Ulin, Alex W. 


V-W-X-Y-Z 


Viranuvatti, Vikit 

Viranuvatti, Vikul 

Wagner, M. 

Wagner, Seymour 

Winkelstein, Asher 

Winsten, Seymour 

Wolstenholme, G. E. W. .. 

Yovets, Marshall C. 


\ 
O08, 600; 733 
P- 
T-U 
62 
71 
68 
R-S 35 
164 


ABSTRACTS FOR GASTROENTEROLOGISTS 


ABSTRACT STAFF 
Josern R. Van Dyne, Chairman 


L. K. BEASLEY 
ABRAHAM BERNSTEIN 
A. J. BRENNER 

J. Epwarp Brown 
WALTER CANE 
THEODORE COHEN 
Caru J. DePrrzio 
Irvin DeEuTscH 

I. H. 

Herz B. E1s—ENsTApr 
Ezra J. EpsTemn 
BERNARD FARFEL 


BERNARD J. FICARRA 
NoRMAN FREUND 

V. J. GALANTE 
SAMUEL M. GILBERT 
Jutes D. Gorpon 
SAMUEL L. IMMERMAN 
Hans J. JOsEPH 
Artuur L. KasLow 
LEDBETTER 
ERNEst LEHMAN 
LIONEL MARKS 

Joun M. McManon 


R. MorcAN 
Louis K. MORGANSTEIN 
Jacos A. RIEsE 

Louis A. RosENBLUM 
S. Rost 
Morton SCHWARTZ 
A. SCHWARTZ 
ARNOLD STANTON 
STANLEY STARK 
AnTHony M. 
E. WALTHER 
Atvin D. YAsuNA 


ESOPHAGUS 


ENDOSCOPIC ASPECTS OF ESOPHAGITIS AND ESOPHAGEAL HIATAL 
HERNIA: P. H. Holinger. J.A.M.A. 172:312 (23 Jan.), 1960. 


Esophagitis is most commonly seen at the 
cardia and immediately above it and is 
generally most severe in the distal esoph- 
agus. Varying degrees of inflammation are 
seen in alcoholics, caustic burns, in debili- 
tation, frequent vomiting or regurgitation 
and in patients with soe Ean It is also 
seen in those who have had nasogastric 
feedings for a long time. 

Blood studies will confirm the condition 
but esophagoscopy will show the walls to 
have a pale, paper-thin appearance, usually 
dry on the surface and very smooth and 
glossy. Stenosis may be marked and a high 
percentage develop neoplastic changes. 

Hiatal hernia Moe a variable picture. 


ROLE OF MOTILITY PATTERNS IN 


EASE: A. M. Olsen, C. F. Code and O. 


Physiologic measurement of pressure 
within the esophagus and at its iain 
have become an integral part of the au- 
thors’ examination in the diagnosis of non- 
stenosing disorders. A reclassification of 
esophageal disorders based on physiological 
criteria is indicated. New entities in the 
field of esophageal disease continue to be 
described and, on the basis of information 
obtained from studies of motility, our con- 
cept of some disorders are being altered. 
These physiological measurements not only 


When gastric mucosa remains in the thorax, 
fluid retention in the esophagus and in the 
supradiaphragmatic stomach are seen, and 
here esophagitis is found at the a 
gastric junction. Obstruction to sw, — 
is rarely absent in patients with hia 
hernia. In hiatal hernia associated with 
shortening of the esophagus, obstruction is 
caused by an extreme degree of stenosis. 
The lumen is kinked, tortuous, and rigid. 
Secretions are retained above the cardia. 
Ulcerations, bleeding, granulation tissue and 
edema are present. Benign ulcers are diffi- 
cult to differentiate from malignant and 
malignant changes are not unusual. 

Louis K. MORGANSTEIN 


THE DIAGNOSIS OF ESOPHAGEAL DIS- 
T. Clagett. J.A.M.A. 172:319 (23 Jan.), 1960. 


aid in the accurate diagnosis of esophageal 
disorders but also provide a more rational 
approach to the treatment of these condi- 
tions. In addition studies of esophageal mo- 
tility have proved to be of great value in 
the differential diagnosis of thoracic pain. 

The authors then present several cases to 
illustrate the value of esophageal motility 
studies in the diagnosis of the true condi- 
tion and if surgery was indicated. In one 
case, the relatively powerful contraction 
that followed the initial relaxation of the 
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lower sphincter aggested to them that 


treatment by 0 myotomy would be 
wiser than by hydrostatic dilatation. Several 
other cases were cited to illustrate the value 


studies, in whether 


of motili 
d or should not be surgical in- 


there sho 
terference. 
Louis K. MORGANSTEIN 


CLINICAL FEATURES IN THE MANAGEMENT OF ESOPHAGEAL HIATAL 
HERNIA: C. A, Flood. J.A.M.A. 172:314 (23 Jan.), 1960. 


The author discusses the following: 

Uncomplicated hiatal hernia—hiatal her- 
nia may be essentially asymptomatic, The 
major es of discomfort are heartburn, 
subst pain, regurgitation which is 
brought about by lying down or bending 
forward. The clinical course is relatively 
benign. Although symptoms recur, they are 
mild and they have long periods of bein: 
free from symptoms under good medi 
management. 

Hiatal hernia with hemorrhage—Blood 
loss may be gross and usually in the lower 
part of the esophagus. Esophagoscopy and 
gastroscopy show no visible source of the 
bleeding. 

Hiatal hernia with dysphagia—a sense of 
stoppage during has many 
causes, The obstruction may occur at the 
lower end of the esophagus, may be stric- 


ture or motor dysfunction or due to delayed 
emptying of food from the herniated por- 
tion of the stomach through the diaphrag- 
matic hiatus. 

Esophagitis with stricture—stricture of the 
esophagus above a hiatal hernia is shown 
by wor bougie, and esophagoscopy. 

Esophagitis with spasm—here the hiatal 
hernia reveals a narrow lumen with spasm. 
Inflammatory changes without ulceration 
may be present. 

Dysphagia due to other causes—Thorough 
examination shows no evidence of obstruc- 
tion at the lower end of the esophagus. 

Hiatal hernia and peptic ulcer—these 
present a special problem and several au- 
thors have emphasized the importance of 
the triad of peptic ulcer, hiatal hernia and 
esophagitis. 

Louis K. MorcANsTEIN 


STOMACH 


SURGICAL MANAGEMENT OF GASTRIC ULCER: R. M. Zollinger and W. R. C. 
Stewart. J.A.M.A. 171:2056 (12 Dec.), 1959. 


The authors define unsuspected malig- 
nancy in a gastric ulcer as one which ap- 
pears benign by x-ray and in which sus- 

icious characteristics, such as unusual 
and histamine achlorhydria are 
absent. In 10 per cent of such ulcers malig- 
nancy will be found upon gastric resection. 
They feel that the physician will be more 
reconciled to early operation on such ulcers 
if the undesirable results of large gastric 
resections (70 per cent or more of stomach) 
are avoided by a smaller gastric resection; 
and during the past three years have oper- 
ated on 30 per cent of their gastric "a 
patients. They use the following method: 
If the ulcer is located high, near the esoph- 
ageal gastric junction, the stomach is opened 
and several ey specimens taken around 
the margin, which procedure is safer than 


complete excision at this high level. If the 
lesion is benign by frozen section, the open- 
ing is closed and the distal one-half of the 
stomach is removed. For lower lying lesions 
(5-10 cm. from the esophageal gastric junc- 
tion), the ulcer is removed by wedge 
resection and if benign the same hemigas- 
trectomy is performed, They prefer a Bill- 
roth I type. If the ulcer is malignant a 
suitable 70 per cent or more gastric resec- 
tion is performed with a gastroenterostomy. 
They state that there is statistical evidence 
that by dealing with gastric ulcers in this 
way, that is, vitae number of operations, 
they avoid undesirable side-effects with 
conservative operation, and secure a — 
number of 5-year cures of cancer with the 
radical operation. 

S. L. IMMERMAN 
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BLEEDING PEPTIC ULCER: Robert J. Freeark, Alfred A. Strauss and Karl A. Meyer. 


Illinois M. J. 117:26 (Jan.), 1960. 


This paper represents a panel discussion 
by two surgeons on the management of 
bleeding peptic ulcer, based on two case 
presentations, 

The first case involved the problem of a 
postbulbar bleeding ulcer. It was generally 
agreed that these cannot be resected and 
that the best course to follow was that of 
a high gastric resection and, if bleeding was 
present, to control it with ligatures. In the 
course of the discussion about diagnosis, 
the advisability and reliability of gastro- 
intestinal series was not uniformly accept- 
ed. However, if necessary, incising the small 
intestine all the way to the ileocecal valve 
in order to ascertain the site of bleeding 
was agreed to be a justifiable procedure. 

In bad risk patients the bleeding, with 
future resection, appeared to be the proce- 


dure of choice. 

The second case involved the manage- 
ment of a bleeding duodenal ulcer in a 14- 
year old femaje with chronic ulcer diathesis 
of six years’ Curation. The consideration of 
the general nutritional status with the prob- 
able postoperative complications, in the 
main, was the determining factor for the 
elected procedure. Conservative resection 
(50 per cent) with vagotomy and mainte- 
nance of gastrointestinal continuity (i.e. 
gastrojejunostomy ) was considered to be in 
the patient’s best interest. In the instance 
of high gastric acidity and increased noc- 
turnal secretions, a higher resection (75 
per cent) with vagotomy would be the pro- 
cedure of choice. 


Ezra J. EpsTein 


INCARCERATION OF THE STOMACH IN AN INGUINAL Hi. tNIA: REPORT OF 
A CASE: Arthur G. Ship, Arthur H. Glick and Alvin B. Goldenson. New England J. 


Med. 262:78 (14 Jan.), 1960. 


Forty cases have been encountered in the 
literature since 1802, The case presented is 
the second report of successful preoperative 
reduction of an incarcerated stomach by 
gastric decompression before elective sur- 
gical repair of the hernia. Diagnosis was 
established by x-ray with the use of methyl- 
— diatrizoate as contrast medium 

ecause of high intestinal obstruction. 

Inguinal herniation of the stomach with 
incarceration usually occurs in elderly men 


with a history of recurrent episodes of post- 
prandial vomiting, weight loss, and vomit- 
ing of sg amounts of black nonfeculent 
fluid which tests negative for occult blood. 
This plus absence of gas patterns in the 
scout film indicate high obstruction. A large 
inguinal hernia has usually been present 
for some time which may enlarge after 
eating. 


Ernest LEHMAN 


RUPTURED DIAPHRAGMATIC HERNIA (TRAUMATIC): James D. Fryfogle, 
Robert Hornbeck, Donald Mehan and Walter Stenborg. J. Internat. Coll. Surgeons 


33:18 (Jan.), 1960. 


While titled “Ruptured Diaphragmatic 
Hernia” the authors are actually referring 
to traumatic rupture of the diaphragm. 
They report their experience in the diagno- 
sis and treatment of 7 patients who revealed 
the symptom-complex of ruptured dia- 
phragm with its attendant pathologic 
changes in other systems. The symptom- 
complex with injuries to the head, spine, 


“crushed chest syndrome”, and ruptured 


diaphragm with herniation of abdominal 
viscera into the chest is often associated 
with upper abdominal viscera rupture and 
with bilateral thumb and patellar injuries. 
The material is presented in such a way as 
to direct attention to the multiple problems 
in the sequence in which they were ob- 
served and treated. 


Guenn S. Rost 


TREATMENT OF GASTRITIS, ULCERLIKE PAIN, AND ULCER SYNDROME: 
Henry M. Feinblatt. J. Lancet 80:37 (Jan.), 1960. 


The author of this paper reviews the 
European literature and presents the com- 


pilation of statistics on 155 cases treated in 
Europe with a new product, Romach, which 


| 
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contains the usual antacid salts plus a spe- 
cial preparation of bismuth  subnitrate, 
frangula, and calamus. 

In the European cases, good results were 
had in 92 per cent. The author's series con- 
sisted of 35 ambulatory cases for whom the 
medication provided prompt and effective 
relief of the symptoms with no toxic or un- 
toward effects. 


The author attributes the good results to 
the finely triturated bismuth subnitrate con- 
tained in the tablet. The most satisfactory 
dosage schedule was: one tablet four times 
daily, after meals and at bedtime. There 
were no studies of the effect of this dosage 
regimen on the gastric acidity reported. 


Paut LEDBETTER 


HEMATEMESIS AND/OR MELENA FROM PEPTIC ULCER: A. Pollard and W. H. 
J. Summerskill. Brit. M. J. 5167:171 (16 Jan.), 1960. 


The ideal duration of hospital treatment 
after hematemesis or melana from peptic 
ulcer once massive bleeding has stopped is 
undecided. Most authorities have disregard- 
ed what the necessary length of bed rest 
should be, but it is often suggested that 4-6 
weeks bed rest is required, as for active 
chronic peptic ulcer. 

The author then reviews a series of cases 
allowed up out of bed after 1, 2, 3 days 
with these results. This study has shown 
that patients mobilized rapidly after hema- 
temesis or melena progressed as well in 
every respect as those _* bed for a 
week or more. Prolonged rest is tradi- 
tionally longer and recommended in the 
treatment of active chronic ulcer, but it 


does not seem necessary in cases of hemor- 
rhage. One reason may be that bleeding 
unrelated to progressive chronic ulceration 
may occur in response to salycilates, to al- 
cohol, to infection or to unknown stimuli. 
It has been held that a barium meal 
examination, too soon after bleeding, might 
start hemorrhage, but many authors have 
shown that immediate examination is both 
safe and reliable, and that patients tolerate 
the standing position soon after admission 
better than after bed rest. Rapid mobiliza- 
tion involved radiological examination soon 
after hemorrhage had ceased, and no ill 
effects had occurred as a result of this. 


Louis K. MORGANSTEIN 


LATE RESULTS AND PROTEIN STUDIES AFTER PARTIAL GASTRECTOMY: 
J. Kennedy Watt, Robert S. Walker and I. Joyce Munro. Brit. M. J. 5169:320 (30 


Jan.), 1960. 


This study is based = a ten-year study 


of 40 patients who underwent a a 
of gastrectomy. The statistical study indi- 
cated that little change occurred in post- 
gastrectomy symptoms, weight or work loss. 
Improvement of minor symptoms such as 
bile eructation, mild postgastrectomy syn- 
drome, etc. occurred within five years after 
surgery. Improvement in symptoms was not 


associated with a gain in weight or hemo- 
globin. Measurements of total protein, al- 
bumin and globulin, and electrophoresis of 
plasma proteins indicate that total protein 
and alpha 2-globulin may be lower after 
Polya gastrectomy, but no gross deviations 
from normal were found. 


BERNARD J. FICARRA 


THE DUMPING SYNDROME—I: L. P. Le Quesne and B. H. Hand. Brit. M. J. 


5167:141 (16 Jan.), 1960. 


The dumping syndrome can be experi- 
mentally produced by ingestion of hyper- 
tonic solution of glucose, sucrose or levu- 
lose. In normal rit ern it can be produced 
by injection of hypertonic solution of glu- 
cose into the jejunum. It is suggested that 
in the absence of a pylorus the unduly 
rapid passage of hyperosmotic food and its 


derivatives into the small intestines causes 
a shift of fluid from the vascular compart- 
ment with a fall in circulating volume, 
and this in turn causes the dumping syn- 
drome. 

The effects of oral hypertonic glucose in 
producing dumping syndromes and changes 
in plasma volume were observed in two 
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groups of patients, 16 undergoing partial 
—— in whom the test was per- 
ormed before and at intervals after opera- 
tion, and 11 with dumping syndromes. In 
all but one patient the effect of a sudden 
reduction in circulatory volume by the a 
plication of the thigh cuff was also o 
served. 

It is concluded that the dumping -yn- 


THE DUMPING SYNDROME—II: M. 
5167:147 (16 Jan.), 1960. 


Experiments were performed to see 
whether lowering of the blood er con- 
centration by the prior injection of insulin 
affected the fall in plasma volume follow- 
ing the of glucose, In 

tients with a large fall in plasma volume 
ollowing the ingestion of hypertonic glu- 
cose, the rise in blood sugar was more pro- 
nounced and prolonged than in those with 
a small fall. In patients in whom the hyper- 
tonic glucose caused a large fall in plasma 
volume, the administration of insulin so as 
to lower the blood sugar concentration at 
the time of the ingestion of the glucose 
diminished this fall and also lessened or 
abolished the associated dumping symp- 


drome is due to the passage of hyperos- 
motic solutions iato the upper intestines, 
causing in some patients a rapid transfer of 
fluid from the vascular compartment into 
the intestines. The result is intestinal dis- 
tention and an abrupt fall in = 
volume, which, in subjects intolerant o 
such a fall, gives rise to systemic symptoms. 

Louis K. MORGANSTEIN 


Hobsley and L. P. Le Quesne. Brit. M. J. 


toms. Insulin was also shown to have a 
similar effect in diminishing the plasma 
volume and abolishing dumping symptoms 
following a meal rich in carbohydrates. 
The hypothesis is put forward that the 
essential factor in the production of the 
dumping syndrome is a defect in the carbo- 
hydrate metabolism, as a result of which 
the glucose tolerance curve is of the lag 
type and glucose absorption is relatively 
slow. The result is an increased osmotic 
transfer of fluid into the intestines, causing 
a large fall in plasma volume, which, in 
those patients sensitive to such a fall, gives 
rise to the dumping syndrome. 
Louis K. MORGANSTEIN 


INTESTINES 


MANAGEMENT OF ADENOMATOSIS OR POLYPOSIS OF THE COLON AND REC- 
TUM: REPORT OF 5 CASES: Herbert T. Hayes, Harry B. Burr and W. Truett 


Melton. Texas J. Med. 55:894 (Nov.), 1959. 


The authors strongly believe that all pa- 
tients with familial or multiple polyposis 
should be subjected to destruction of te 
polyps in the rectum and in the lower sig- 
moid by electrocoagulation, followed by co- 
lectomy with end-to-end ileoproctostomy. 
End-to-end anastomosis permits inspection 
of the distal ileum where polyps may recur. 

A “low” ileoproctostomy involves mobili- 
zation of the rectum with division of the 
superior hemorrhoidal vessels, but without 
division of the lateral ligaments. 

Regular periodic examinations every 6 to 


12 months are requested after surgery and 
any recurring polyps fulgurated in the of- 
fice. As time passes, fewer and fewer polyps 
appear. 

Gardner’s syndrome of multiple epider- 
moid cystomatosis and a tendency toward 
proliferation of cells of mesochymal origin, 
resulting in the formation of osteomas, 
fibromas, and desmoid tumors, was not 
present in any of the patients presented in 
this paper. 


Arvin D. YAsuNA 


KARTAGENER’S SYNDROME WITH LYMPHOSARCOMA OF SMALL INTESTINE: 
H. E. Gude and J. E. Hull. J.A.M.A. 171:1825 (28 Nov.), 1959. 


A case of a syndrome with 


lymphosarcoma of smal} intestine is re- 


ported. Kartagener’s syndrome, sometimes 
referred to as K’s triad, consists of situs 
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inversus viscerum, bronchiectasis and para- 
nasal sinusitis. Of 110 cases of Kartagener’s 
— heretofore reported, 35 per vent 

o not have clear-cut evidence of bronchi- 
ectasis, and after reviewing several theoret- 
ical possibilities no definite final statement 


can be made regarding the pathogenesis of 
bronchiectasis. The lymphosarcoma occur- 
ring with Kartagener’s syndrome has no 
likely etiological relationship. 


Arvin D. YAsuna 


MEGACOLON: James P. Muldoon and Lynn A. Ferguson. J. Michigan M. Soc. 58:1842 


(Noy.), 1959. 


The disease entity of megacolon is de- 
scribed. The authors discuss the functional 
and organic megacolon. Methods of diagno- 
sis and therapy are reported. X-ray is of 
definite help in the diagnosis of this disease. 
is a narrowed rectal seg- 
ent with proximal dilation of the colon. 


Proof that the disease exists can only be 
made by the absence of ganglion cells in 
biopsies taken of the muscular wall of the 
lower rectum. 
It is an interesting paper and worthwhile 
reading. 
ABRAHAM BERNSTEIN 


INTESTINAL OBSTRUCTION AFTER COLON SURGERY: Meyer O. Cantor. 


J. Michigan M. Soc. 58:1844 (Nov.), 1959. 


Surgery of the colon has now become a 
routine surgical procedure. This has resulted 
in an increase in intestinal obstruction. 
Various types of bowel obstruction may fol- 
low colon surgery. The types of obstruction 
are discussed in great detail. 

A diagnosis of small bowel obstruction is 
very difficult to make, because the obstruct- 
ing process develops within the first four or 
five days after surgery. The author has gone 
into great detail and feels that the manage- 
ment of obstruction following major coiczn 


surgery, slould not be treated differently 


than if the intestinal obstruction was the 
primary disease. This paper recommends 
that exploratory operation be performed if 
there is a suspicion of intestinal obstruction. 

The surgeon must be prepared to deal 
with this complication promptly in accord- 
ance with good eer judgment. 

It is recommended that general surgeons 
doing this type of surgery read this very 
interesting presentation of bowel obstruc- 
tion following colon surgery. 


ABRAHAM BERNSTEIN 


ASYMPTOMATIC APPENDICITIS: J. Edmund Deming, Sr. Northwest Med. 58:1562 


CNov.), 1959. 


The question cf appendicitis is still with 
us and there is always something to learn 
about this clinical entity. The author calls 
attention to the Bayer of a 19-year old 


pregnant girl with an asymptomatic appen- 


dicitis. This was an acute lesion. Appendec- 
tomy was performed electively during a 
low-transverse cesarian section. 


BERNARD J. FICARRA 


HUNTING FOR COLONIC POLYPS: Ernest Aronstein. Mississippi Valley M. J. 


81:307 (Nov.), 1959. 


The double contrast method is favored to 
demonstrate colonic polyps which otherwise 
would escape detection. More and more 
stress is laid upon the method of preparing 
and examining the colon. The procedure of 
Welin is preferred in which the first barium 
enema is evacuated, the sigmoid colon is 
then refilled and the double contrast pro- 


cedure is then undertaken. An adequate ex- 
amination combines t film technic with 
compression cone, high kilovoltage technic, 
the use of the image amplifier, and finally 
the double contrast examination with an 
endeavor to avoid overexposure to the 
patient. 

Arvin D. YAsuna 
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MECKEL’S DIVERTICULUM: William B. Gordon, H. N. Brown, Jack R. Gordon and 
L. L. D. Tuttle. Am. Pract. & Digest. Treat. 10:1920 (Nov.), 1959. 


The authors briefly review some of the 
milestones in medical history regarding ap- 
pendicitis and they emphasize the point 
that not infrequently the patient operated 
for appendicitis fails to demonstrate any 
condition in the appendix which would ac- 
count for their symptoms. In a number of 
such instances, they feel that Meckel’s di- 
verticulitis is frequently present and over- 
looked. In a five-year study they uncovered 
35 cases of Meckel’s diverticulum due to 
the ingestion of coconut which had been 
ingested in coconut pie several days previ- 
ous to the onset of symptoms. The second 


case was an interesting one of Meckel’s 
diverticulitis in which there was peptic ul- 
ceration due to aberrant gastric mucosa 
found in the diverticulum. 

In as much as the preoperative diagnosis 
of Meckel’s diverticulum is rarely made and 
in view of the fact that x-ray or other 
means of demonstrating Meckel’s diverticu- 
lum are of little value, it behooves the clin- 
ician to constantly keep aware of this con- 
dition as a possible source for abdominal 
pain and symptoms mimicking those of ap- 
pendicitis or intestinal obstruction. 

L. K. BEAsLEy 


HODGKIN’S DISEASE OF THE CECUM: REPORT OF A CASE: Walter A. D’Alonzo. 
J. Internat. Coll. Surgeons 32:479 (5 Nov.), 1959. 


The cause of Hodgkin’s disease is still un- 
known and its treatment still results only in 
palliation. The disease rarely originates in 
the gastrointestinal tract and is extremely 
rare involving the cecum alone. The authors 
present et such a case with surgical re- 
moval of the localized lesion with excellent 
recovery and no evidence of peripheral 
adenopathy or other signs of Hodgkin's dis- 
ease about 18 months after the surgical pro- 
cedure. The difficulty in the differential 
diagnosis is stressed. Chronic appendicitis, 


regional enteritis and carcinoma of the 
cecum is the usual operative diagnosis made 
in Hodgkin’s disease of the cecum. The ab- 
sence of anemia in these patients is an im- 
ines factor in differentiating these cases 
rom malignancy. Nitrogen mustard and ir- 
ridation should be given when there is gen- 
eralized adenopathy. Local resection with or 
without localized roentgen therapy is sug- 
gested for localized lesions. 


A. J. BRENNER 


EVALUATION OF A POLYACRYLIC RESIN AS A LAXATIVE: Edward S. McCabe. 


Pennsylvania M. J. 62:1662 (Nov.), 1959. 


This author made his study of 19 young 
adult females and 5 elderly women using a 
polyacrylic resin. All of these had been lax- 
ative takers and had tried many different 
laxatives throughout the period preceding 
this study. The resin was administered in 
tablets containing .25 ., giving 2 tablets 
at dinnertime | 2 tablets at bedtime each 
day with a glass of water. This resulted in 
a softer, more easily passed stool in all the 
cases studied with one exception. In this 
case because of the usual delay in getting 
the bulking and softening action, the pa- 
tient lost heart and it was not felt necessary 
nor wise to press her continuance of the 


drug. The up mentioned was supple- 
with 10 males and the 
were similar as in the females. The only 
difference being that the hydrophilic prop- 
erties of the bulking resin took a day or 
two longer to become apparent. 

It is felt by the author that the profound 
hydrophilic properties of the bulking resin 
will find some wide acceptance among both 
physician and patient and that it has some 
virtues over the derivatives of carboxy- 
methylcellulose which are now in popular 


use. 


L. K. 


ILEITIS AND BOWEL OBSTRUCTION: Ernest H. Panasci. Am. J. Proct. 10:432 


(Dec.), 1959. 


One of the major causes of intestinal ob- 
uction of the small bowel is ileitis, which 


would more properly be called regional 
enteritis as it involves any part of the small 


722 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


bowel and has been known to involve the 
esophagus and stomach. 

This article discusses the pathology of 
this condition and symptomatology and 
presents six cases ranging in age from 3 to 
64. Some of the cases reported, however, 
are not clear cut cases of regional enteritis 


and other diagnoses would have to be en- 
tertained in several of them. 

The author concludes that treatment of 
this condition should be individualized and 
surgery should be for those cases which do 
not respond to medical management. 

PauL LEDBETTER 


DISCOVERY OF THE CAUSE AND CURE OF COLITIS, CELIAC DISEASE AND 
SPRUE: Josef S. Smul. Am. J. Proct. 10:442 (Dec.), 1959. 


This article is an interesting rt of a 
claim to have found the cause het 9 cure of 
the ailments listed above, this cause being 
food allergy. The author states that he dis- 
covered the cause and cure of these ail- 
ments in 1925 and, apparently, his experi- 
ence since then has led him to feel that he 
has found such to be true. 

The author has developed a diet consist- 
ing of what he calls “Primary Anallergic 
Foods” which his patients are required to 
eat until their symptoms are relieved. When 


the patients’ symptoms are relieved, he ex- 
tends their diet to encompass foods on his 
“Extended Anallergic” list. After a period of 
about a month, they are given a list of 
“Semiallergic Foods” which they may A 
Subsequently, they are given a list of f 
which they must not take. Most of these 
foods have nothing in particular in common 
except that, in his experience, he has found 
that his patients cannot eat them and con- 
tinue to do well. 

Paut LEDBETTER 


CHRONIC CONSTIPATION: Edith Nachmansohn. Am. J. Proct. 10:436 (Dec.), 1959. 


This article is concerned primarily with 
the psychiatric aspects of toilet training and 
the fects later in life of this training on 
the condition of chronic constipation. The 
author presents one interesting case which 


brings out several points relating toilet 
training to chronic constipation later on in 
life. 


LEDBETTER 


SKELETAL METASTASIS FROM CARCINOMA OF THE COLON AND RECTUM: 
AN EVALUATION: Bart F. Wooldridge. Missouri Med. 56:1363 (Dec.), 1959. 


The author points up the fact that me- 
tastatic lesions of the bones from the gas- 
trointestinal tract are more common 
generally suspected. In a series of 1,000 
autopsied cases, Abrams, Spiro and Gold- 
stein have demonstrated osseous metastases 
in 27 per cent of the group, and that bone 
metastases occurred in 13 per cent of cancer 
of the pancreas; 13 per cent of rectal can- 
cer; 11 per cent of stomach cancer; and 9 
per cent colon cancer. 

It is postulated that the main route of 
‘spread is through the vertebral venous sys- 


tem, and that the more malignant the tu- 
mor, the more frequent the venous involve- 
ment. 

The shortcomings of x-ray diagnosis of 
bone metastases is emphasized by the find- 
ing of Bachman in 50 autopsies of such 
involvement despite negative x-ray findings. 
Frequently metastatic osseous involvement 
does not become evident until at least a 
year or more after initial diagnosis of the 


primary lesion. 


Ezra J. 


STERCORACEOUS ULCERS OF THE COLON: H. T. Grinvalsky and C. I. Bowerman. 


J.A.M.A. 171:1941 (5 Dec.), 1959. 


Stercoraceous ulcers are lesions in the 
mucous membrane of the colon and rectum 
caused by pressure of inspissated or impact- 
ed fecal masses. do not occur in the 
presence of normal el function. Para- 


doxical signs and symptoms such as diarrhea 
and tenesmus may occur in association with 
fecal impaction. The occurrence of bright 
red r bleeding and the passage of blood 
clots should arouse some suspicions as to 


| 

| 
| 


ABSTRACTS 723 


the possible pence of stercoral ulcera- 
tions. The authors found such ulcers in 10 
patients in 175 nonselected autopsy exami- 
nations in which a diligent examination was 
made in each case of the rectum and rectal 
ampulla. In 8 of the 10 patients the ulcera- 
tions were limited to the area of the recto- 
sigmoid. Three of the patients had single 
ulcers. Five had two or more ulcers, often 
closely approximated. In the two remaining 
patients, multiple ulcers had a more wide- 


spread distribution. In one they were local- 
ized to the ascending colon with perfora- 
tions in both the cecum and the transverse 
colon. In the other, multiple ulcers were 
found in the cecum, transverse colon, and 
rectosigmoid. The ulcers ranged in size from 
2.5 to 10.7 cm. in greatest diameter. Per- 
foration with secondary peritonitis was the 
cause of death in four of the 10 cases. 


SamMuEL M. GILBERT 


FUNCTIONAL DISORDERS OF THE DIGESTIVE TRACT: H. L. Bockus. J. Michigan 


M. Soc, 58:1990 (Dec.), 1959. 


This article by Bockus again brings into 
focus the possible interplay of factors and 
mechanisms that may be responsible for the 
occurrence of symptoms referable to the 

astrointestinal tract. As stated before the 
primitive ego” may well reside in the 
bowels. He believes that physicians trained 


in clinical disciplines are less likely to err 
in the interpretation of the “symptom con- 
figuration” as related to physiological and 
structural visceral changes. The bibliograph- 
ic references are very good. 


Invin DevutTscH 


HEMOPERITONEUM: Earl Garside, Robert L. Schmitz and Robert J. Freeark. Illinois 


M. J. 116:324 (Dec.), 1959. 


The paper represents the minutes of a 
clinical-surgical conference on the subject of 
hemoperitoneum. Two case histories are 
presented with their preoperative hospital 
observations and diagnostic work-up. Both 
patients were Negro females, 23 years old 
and 33 years old respectively. The 23-year 
old patient on laparotomy turned out to 
have a ruptured physiologic corpus luteum 
cyst of the ovary while the 33-year old 
woman, an alcohol and drug addict of long- 


standing, turned out to have a ruptured 
subcapsular hematoma of the spleen due to 
original splenic rupture unknown to patient 
and probably suffered during one of her 
frequent fights of the past and mostly in a 
state of impaired consciousness. The » Se 
sion brings out a number of interesting 
points in the differential diagnosis of po- 


tential causes of hemoperitoneum. 


WALTER CANE 


FOREIGN BODY (DRINKING GLASS) IN THE RECTUM: A. M. Vaughn and M. S. 


White. J.A.M.A, 171:2307 (26 Dec.), 1959. 


psychotic patient. Foreign bodies in the rec- 
tum are ers reported in the surgical 
literature. Objects are often inserted acci- 
dentally, at other times deliberately. Numer- 
ous ingenious methods and devices have 
been used to remove foreign bodies rectally. 

In the case presented an attempt was 


made to recover the glass rectally. However, 
it was found advisable to remove the broken 
glass by laparotomy, rather than to trauma- 
tize the rectal mucosa and sphincter b 
rectal removal. Cleansing the colon wi 
neomycin, and with enemas when possible, 
greatly diminishes the morbidity and mor- 
tality associated with laparotomy for re- 
moval of a foreign body in the rectum. 
Atvin D. YAsuna 


THE OTHER APPENDICEAL CONDITIONS: Raymond N. MacAndrew. Rhode Island 
M. J. 43:41 (Jan.), 1960. 


The —— can be involved in many 
systemic diseases ranging from tuberculosis 
to Weil’s disease. At least ten types of 


mycologic parasites and 18 types of worms 
invade it. Fistula formation occurs frequent- 
ly and every abdominal organ has been 
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involved. In 50,000 cases of appendices 
there was a 14 per cent incidence of mela- 
nosis of the mucosa; 1 per cent subserosal 
cysts and mucosal polyps. Endometriosis in- 
volved the peers in 0.05 per cent. 
Eleven of benign tumors were listed, 
including hemangiomas, leiomyomas, neuro- 
mas, etc. Carcinoid was found in 0.5 per 
cent of the 50,000 cases and carcinoma in 
0.08 per cent. 

A practical classification of appendiceal 
tumors was offered: 1. the carcinoid; 2. the 
mucocele; 3. the adenocarcinoma; 4. the 
lymphosarcoma; 5. the benign tumors. 

The carcinoid is usually a small, firm, 
yellowish tumor near the tip of the appen- 
dix. It accounts for about 90 per cent of 
appendiceal tumors and never produces 
mucus, and rarely metastasizes. Most fre- 
quently it is recovered from a patient who 
has developed acute appendicitis. 

The mucocele is no easier to understand 
than the carcinoid. It is undoubtedly caused 
by proximal appendiceal obstruction from a 
variety of causes. A closed pressure situation 


is set up that allows the ap ix to ex- 
pand. Mucoid-like material then fills the 
appendix and the enlarging mass, rupture, 
or acute inflammation follows. If rupture 
happens, and it can remain undetected for 
a tahile, a condition called pseudomyxoma 
peritonae occurs. mucus produc- 
ing cysts fill the abdomen, the so-called 
jelly belly”. There is a question as to 
whether these mucoceles can be malignant 
or not. 

Adenocarcinoma is usually of the colonic 

cancer. 

Carcinoid takes care of itself when one 
has to decide about treatment. It is a diag- 
nosis that 1s not made preoperatively and, 
worse still, its presence is not always sus- 
pected when the appendix is being removed. 
If the mucocele involves no Pt organs, 
a simple appendectomy will suffice. If the 
tumor mass presses upon the cecum, ap- 
pendectomy, which includes a portion of 
the cecum, should be performed. 


Atvin D. YAsuna 


COLOVESICAL FISTULA: A COMPLICATION OF DIVERTICULITIS: Orland F. 
Smith and Richard S. Rosen. Rhode Island M. J. 43:35 (Jan.), 1960. 


It is the complications of diverticulitis 
which have generally been considered as 
the indications for surgical intervention. 
These are intractability, perforation, ob- 
struction, hemorrhage, confusion with carci- 
noma and fistula formation. The number of 

eople with diverticulitis requiring surgery 
Se its complications has been generally esti- 
mated as between 10 and 25 per cent, with 
a preponderance of males to females run- 
ning about 2 to 1. 

e pathogenesis of a colovesical fistula 
has been described as a diverticulum that 
undergoes progressive enlargement as the 
overlying muscle thins out to form a small 
sac with a narrow neck and subsequent in- 
flammation. This inflammatory process 
causes small, walled-off perforations to oc- 
cur within the mesentery and the friable 
inflamed mesentery may then become ad- 
herent to the bladder to give symptoms of a 
cystitis even if no fistula yet developed. 

The symptoms of colovesical fistula are 
referable to the two organ systems involved; 
dysuria, 
frequency, urgency a’ rapubic , in 
rant pain. More frequently symptoms of 
bowel disorder are present but overshad- 


owed by the complaints of cystitis. The find- 
ings of pneumaturia and fecaluria are 
pathognomonic of a fistula between the two 
organ systems. 

Cystoscopy is the most reliable approach 
although it is unusual to see the fistula 
orifice. More commonly an area of inflam- 
mation is seen with the edema in the blad- 
der fundus. Cystograms demonstrate the 
fistula much less frequently, but may help. 
Barium enema studies are even less reliable 


in outlining the tract. Sigmoidoscopy should 
be included in the study to rule out other 


pathology but usually will not reach the 
involved area. In many cases, the definitive 
diagnosis may not be made until the time 
of laparotomy. 

Two principles are evident for the suc- 
cessful management of a colovesical fistula; 
surgery must be undertaken and that sur- 
gery must include resection at some stage. 
This may be done by single-stage or multi- 
stage procedure. The decision should be 
made at laparotomy as to whether the indi- 
vidual n can be best met by resection 
and anastomosis or by preliminary colos- 


tomy. 


Arvin D. YAsuna 
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SIMILARITIES OF MECHANICAL INTESTINAL OBSTRUCTION AND AGANGLI- 
ONIC MEGACOLON IN THE NEWBORN INFANT: A REVIEW OF 64 CASES: 
Orvar Swenson and Franklin Z. Davidson. New England J. Med. 262:64 (14 Jan.), 


1960. 


In the neonate the signs and symptoms 
of mechanical obstruction of the small in- 
testine and Hirschsprung’s disease are vir- 
tually identical. Since Hirschsprung’s dis- 
ease is one of the more common causes of 
intestinal obstruction in newborns, contrary 
to prevailing opinion, the authors thought it 
_would be valuable to review their cases to 
determine its clinical course, select more 
accurate means of diagnosis and to find the 
most successful regimen of treatment. In 64 
cases seen between 1950 and 1958, they 
found that clinical impressions were often 
misleading; plain films of the abdomen 
were of at value; barium enema was 
necessary to show a narrowed distal seg- 


ment and was successful in 48 of 58 pa- 
tients in establishing the diagnosis. Thus 
unnecessary exploration can be avoided by 
a barium enema examination. Rectal biopsy 
was correct in 9 of 9 cases and is consid- 
ered the only way to make an accurate 
diagnosis. After reviewing various methods 
of treatment they recommend colostomy as 
soon as the diagnosis is established unless 
enterocolitis was already established. Of 25 
infants so treated only one died. Resection 
of the aganglionic segment is delayed until 
the child attains a weight of 20 to 30 
pounds. 


Ernest LEHMAN 


FUNCTIONING CARCINOIDS, WITH CASE REPORT: Herman S. Applebaum. Ohio 


M. J. 56:62 (Jan.), 1960. 


Functioning carcinoid tumors are rare. 
These tumors arise from the argentaffine 
cells occurring in the gastrointestinal tract 
from the stomach to the anus, including the 
gallbladder. They are malignant. The com- 
monest site of occurrence is the tip of the 
appendix, from which site they seldom me- 
tastasize. They are most likely to metasta- 
size from the small bowel. They are slow- 
growing and even with metastasis the 
a may live many years. At sites distant 
rom the tumor there is an acellular, scler- 
otic, collagenous reaction, which may ac- 
count for the arthritic changes in the fingers 
observed in some cases; and in a collage 
disease syndrome the simple test for shy 
droxyindole acetic acid in the urine will 
confirm the presence of functioning carci- 
noid. The fibrotic changes, occurring espe- 
cially in the right heart, cause shortening 
and thickening of the chordae tentineae, 
resulting in tricuspid insufficiency. The fact 


that most of the serotonin is removed by 
the lungs accounts for the infrequent in- 
volvement of the left heart. Other symp- 
toms arising from physiologically function- 
ing carcinoid are due to the release of sero- 
tonin into the circulation. Some patients 
also excrete into the urine 5-hydroxytriphto- 
phane. The symptoms which can be present 
in functioning case are attacks of flushing; 
discoloration of the skin, reddish purplish in 
the face; and telangiectasia may develo ; 
diarrhea which can 6 rofuse; tumor, the 
location is discussed above; tricuspid in- 
sufficiency; asthma, and arthritic divin. 
Enlargement of the liver is common. Treat- 
ment: Surgical removal of the tumor is in- 
dicated. Reserpine, a serotonin antagonist, 
does not relieve symptoms, chlorpromazine 
may. Diuretics are indicated if there is 
edema. The author describes an interesting 
case. 

S. L. IMMERMAN 


DUODENAL DIVERTICULITIS WITH PERFORATION: W. C. Adams, Jr. and B. C. 


Cole. J.A.M.A. 172:151 (9 Jan.), 1960. 


A case report of rare perforation of a 
duodenal diverticulum is presented. Ten 
cases have previously been reported in the 
English literature. a one case has been 
diagnosed preoperatively. This patient made 
an uneventful recovery after laparotomy 


erformed on the basis of a differential 
Sasemts which included perforated duode- 
nal ulcer, acute cholecystitis, and acute 
retrocecal appendicitis. 


BERNARD FARFEL 
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LIVER AND BILIARY TRACT 


HYPERBILIRUBINEMIA DUE TO AN ALTERNATE PATH OF BILIRUBIN PRO- 
DUCTION: L. G. Israels, H. J. Suderman and S. E. Ritzmann. Amer. J. Med. 27 :693 


(Nov.), 1959. 


The authors describe 4 cases of jaundice 
in which the hyperbilirubinemia was not 
related to the breakdown of circulating 
erythrocytes or to a defect in hepatic func- 
tion. Three of the cases described occurred 
in one family and are — to represent 
a congential abnormality of excessive bili- 
rubin production from sources other than 
the circulating red cell. This primary over- 

roduction of bilirubin has termed 
‘shunt” hyperbilirubinemia. 

The hyperbilirubinemia was character- 
ized by the onset of jaundice and spleno- 
megaly in early adult life. The serum bili- 
rubin was predominantly indirect reacting 
pigment, and the red cell survival some- 


what short prior to splenectomy. The uro- 
bilinogen excretion in urine and stool was 
high. Hemolysis, when present, was cor- 
rected by splenectomy but the reticulocy- 
tosis, hyperplasia of the mar- 
row, hyperbilirubinemia and increased uro- 
bilinogen excretion persisted. The liver 
showed gross hemosiderin deposits in the 
arenchymal cells in the periphery of the 
lobule. It is suggested that the excess bili- 
rubin has as its source the marrow 
cytes or their precursors, either by their 
destruction or heir synthesis of bilirubin 
directly from heme or its tetrapyrrole ante- 
cedents. 

Joun M. McManon 


DIFFERENTIAL DIAGNOSIS OF JAUNDICE: C. H. Greene. J.A.M.A. 171:1780 (28 


Noy.), 1959. 


A statisical study was made of 926 hos- 
pital cases admitted for the chief complaint 
of jaundice. In 87 per cent the diagnoses 
were confirmed at operation or by patho- 
logical examination. Over 95 per cent of 
the cases were due to 5 major conditions: 
hepatitis, 8.4 per cent; cirrhosis, 5.2 per 
cent; cholecystitis, without stones, 19 per 
cent; cholecystitis and cholelithiasis, 52.4 
per cent, and carcinoma, 12 per cent. 
Cholecystitis was three times more common 
in women whereas hepatitis and cirrhosis 
were twice as prevalent in men. Under the 
age of 20 years 85 to 87 ~ cent of cases 
of jaundice were due to hepatitis. In men 
over 35, 10 per cent, and in women over 
35, 3.5 per cent of the cases of jaundice 
were due to hepatitis and little effect of 
age could be discerned. Portal cirrhosis was 
responsible for about % of the cases of 
jaundice with cirrhosis. Jaundice occurred 
in 30 per cent of portal cirrhosis and in 79 
per cent of cases of biliary cirrhosis. 

Jaundice, due to carcinoma, was unusual 


in either sex before age 30 and then in- 
creased with age, most cases occurring in 
persons between 40 and 70 years of age. 
In the oldest age groups carcinoma caused 
about 25 per cent of the cases in women 
and 70 per cent in men. Carcinoma of the 
head of the pancreas was the most frequent 
type and primary liver carcinoma rare. 
Cholecystitis with or without stones ac- 
counted for 81 per cent of the cases in 
women. From these statistics the conclu- 
sion is reached that under the age of 20 
jaundice is probably due to hepatitis and 
should be treated medically. After the age 
of 30, about 80 per cent of the cases of 
jaundice in men and 95 per cent in women 
are due to surgical conditions. Therefore, if 
a definite diagnosis cannot be made within 
a reasonable time, within two to four weeks 
of jaundice at the longest, then the patient 
should be given the benefit of the statis- 
tical doubt and should be referred to 
surgery. 
Ernest LEHMAN 


TIMING IN SURGERY OF THE BILIARY TRACT: William W. Mattson, Jr. Northw. 
Med. 58:1549 (Nov.), 1959. 


This study is based upon 30 cases of 
biliary tract disease and the purpose of the 
paper is to bring to the attention of the 
reader the time element in the choice of 


when to operate upon patients with acute, 
subacute and chronic chol tis. A point 
of major importance is the ity in the 
surgeon’s findings, i.e. his interpretation of 
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acute cholecystitis, and that of the pathol- 
ogist who labels such lesions es chronic. It 
is a truism that the surgeon finds edema 
and other signs of inflammation whereas 
the pathologist merely reports this as an- 
other chronic gallbladder. This error should 
be corrected for it is the acute type that 
causes all the surgeon’s headaches and 


compels him to a decision for early sur- 
gery. The surgeon took a poll of other sur- 
geons and the response was similar to all 
such studies namely that, some surgeons 
wait until the acute phase subsides and 
then there is the group who say, “treat 
acute cholecystitis like acute appendicitis”. 

BERNARD J. FICARRA 


JAUNDICE IN EARLY INFANCY: J. A. M. White. Central Afr. J. Med. 5:583 (Nov.), 


1959. 


Congenital biliary atresia occuring in five 
African infants was surgically treated by 
the author between October, 1957 and 
June, 1958. 

The condition is of great rarity and has 
been reported in the United States as oc- 
curring in one of twenty to thirty thousand 
births. No statistical evidence is submitted 
but generalization is made that the inci- 
dence is higher in African infants. 

In the five cases reported, anastomosis 
was possible in only one—in which a chole- 
cystojejunostomy was performed. None of 

e infants survived for longer than one 
month after operation. 

The high operative mortality and low in- 
cidence of correctable deformities are not 
contraindications to surgery because the 


condition is invariably fatal if untreated. In 
the largest group reported (Gross 1953), 
18 per cent of the cases were operable. 

Laparotomy is contraindicated in other 
types of jaundice which are described as 
“inspissated bile syndrome”—usually result- 
ing from icterus neonatorum, erythroblasto- 
sis fetalis and viral hepatitis. Surgical inter- 
vention is not indicated unless the infant is 
at least two months old; consistently shows 
no bile in the stool; consistently has uro- 
bilinogen absent in the urine; has a low 
initial bilirubin in the serum with a pro- 
gressive rise and no variability in the pat- 
tern of the serum levels; and negative 
flocculation tests. 


JosepH E. WALTHER 


GENERAL CONSIDERATIONS IN THE MANAGEMENT OF BENIGN STRIC- 
TURES OF THE BILE DUCT: Richard B. Cattell and John W. Braasch. New Engl. 


J. Med. 261:929 (5 Nov.), 1959. 


Benign stricture of the bile duct is one 
of the gravest complications of abdominal 
surgery. The condition is attended by great 
hazard to life, is difficult to repair surgically 
and is prone to recurrence. 

Factors of prevention, treatment and re- 
sults are sielinad in 501 patients experi- 
encing 802 operations. Observation of out- 
lined sound surgical technic is the greatest 
factor in prevention and would make the 
condition a rarity. 

Careful preoperative management is im- 
‘ed ave and requires several days of a 

igh-calorie, high-protein and relatively low 


fat dietary regime, low prothrombin time, 


transfusions for anemia, oral administration 
of bile salts in patients with external bil- 
iary fistulas, and establishment of electro- 
te balance. Freqently stricture of the bile 
uct is found in association with portal 
hypertension, esophageal varices and hyper- 
splenism. If gastrointestinal hemorrhage is 
a factor in these patients, a splenorenal 
shunt is performed before duct surgery. 
The operative mortality was 8 per cent 
and 10 per cent of the patients died of 
liver failure after leaving the hospital. Satis- 
factory result was obtained in 70 per cent 
after one or more operative repairs. 
Josern E. WALTHER 


INTERESTING BILIARY TRACT LESIONS: John N. McClure, Jr. J. Med. Ass. 


Georgia 48:608 (Dec.), 1959. 


Some interesting biliary tract lesions are 
reviewed, including congenital abnormali- 


ties, papillomata of the gallbladder, and re- 
tained stones in the common duct. Com- 


‘ 
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ments with regard to the management of 
these cases are made. 

The author has not encountered a double 
gallbladder. He feels there is a similarity 
of some to choledochal cysts. 

Biliary tract lesions are found more fre- 
quently because roentgenologists are look- 
ing for them more carefully. Ordinarily a 
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apilloma makes a very small faint area of 
Sareea density on the cholecystogram 
and can be easily overlooked. The author 
feels all allbladders containing papillo- 
mata should be removed, provided there is 
no contraindication to surgery in the pa- 
tient’s general condition. 

I, Henry 


AMEBIC LIVER ABSCESS: WITH FATAL CEREBRAL ABSCESS AND MENIN- 
GITIS: William D. Hoadley. Missouri Med. 56:1370 (Dec.), 1959. 


Amebiasis is estimated to occur in about 
11.6 per cent of the population of the 
United States. Hepatic infection occurs in 
approximately 8-36 per cent of intestinal 
amebiasis with males being affected in a 
ratio of 4:1, mostly in the third and fourth 
decades. A review of the literature in 1944 
revealed only 61 cases of cerebral metas- 
tases of which 55 were associated with he- 
patic and pulmonary involvement. 

A case report is presented with a nine- 


month history of amebiasis with hepatic 
and pulmonary amebiasis which ostensibly 
responded on two different occasions to 
treatment with Fumagillin, Chloroquin and 
aspiration, but which eventuated in death 
on the third exacerbation after the onset of 
grand mal seizures which were shown on 
7 to have been caused by cerebral 
amebic abscess. 


Ezra J. Epsrein 


MARKED ENLARGEMENT OF THE LIVER AND TRANSIENT ASCITES ASSOCI- 
ATED WITH THE TREATMENT OF DIABETIC ACIDOSIS: Howard D. Bronstein, 
Paul A. Kantrowitz and Fenton Schaffner. New Engl. J. Med. 261:1314 (24 Dec.), 


1959. 


An unusual case of juvenile diabetic 
acidosis in a girl 7 years old is reported. 
The salient clinical features include un- 
usually high insulin requirement, acute mas- 
sive with rapid regression, 
and transient ascites. Hepatomegaly in this 
case was considered to have resulted from 
high blood sugar, rapid administration of 
very high doses of regular insulin and, as 
a result, from the deposition of massive 


amounts of glycogen in the liver paren- 
chyma thus distorting intrahepatic cell 
structure proven under the electron micro- 
scope. Hepatic sinusoidal obstruction and 
reduced inactivation of antidiuretic sub- 
stances by the glycogen laden hepatic cells 
are suggested as an explanation for the 
transient ascites. 


WALTER CANE 


PRIMARY CARCINOMA OF THE GALLBLADDER: THE APPLICATION OF 
FROZEN TISSUE MICROSECTION: Lawrence G. Khedro and Augusto M. Portileo. 


Illinois Med. J. 116:315 (Dec.), 1959. 


On the surgical service of the 320 bed 
St. Elizabeth’s Hospital in Chicago, from 
January, 1958 till January, 1959, eight in- 
stances of primary carcinoma of the gall- 
bladder occurred. This means 6.5 per cent 
malignant changes within a total of 123 
cholecystectomies, a figure markedly higher 
than generally believed. Furthermore, in 
only two of the eight cases reported was the 
surgeon able to make the postoperative 


diagnosis on the specimen. The au- 
thors suggest immediate frozen sections to 
be made of any suspected area in order to 
enable the surgeon to perform a more ex- 
tensive resection if feasible. The authors 
are not too confident, however, that even 
with this method the discouragingly poor 
five-year survival rate can be significantly 


changed. 


WaLtTer CANE 
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FAMILIAL CHRONIC IDIOPATHIC JAUNDICE (DUBIN-SPRINZ DISEASE), 
WITH A NOTE ON BROMSULPHALEIN METABOLISM IN THIS DISEASE: 
E. Mandema, W. H. DeFraiture, H. O. Nieweg and A. Arends. Amer. J. Med. 28:42 


(Jan.), 1960. 


The authors describe five cases of chron- 
ic idiopathic jaundice (Dubin-Sprinz dis- 


ease); four patients were siblings. In two - 


patients concomitant cholelithiasis was ob- 
served. In two patients without cholelithia- 
sis, the gallbladder could be well visualized 
after intravenous contrast dye was given, 
but only after a delay of five hours. 
Biliary excretion of conjugated bromsul- 
falein is impaired in this disease. This re- 


sults in re-entry of some of the conjugated 
bromsulfalein p Ave the liver cells into the 
blood stream and excretion of an excess of 
conjugated bromsulfalein by the kidneys. 

These abnormalities in bromsulfalein me- 
tabolism, together with a familiar occur- 
rence, may be useful in establishing the 
correct diagnosis. 


Joun M. McManon 


CHRONIC IDIOPATHIC JAUNDICE—A STUDY OF TWO AFFLICTED FAMILIES: 
Robert L. Wolfe, Murray Pizette, Alexander Richman, David A. Dreiling, Walter 
Jacobs, Oscar Fernandez and Hans Popper. Amer. J. Med. 28:32 (Jan.), 1960. 


The authors describe 2 Puerto Rican 
families, 8 members of which were found 
to have varying amounts of hepatic cellular 
on liver . Ten members were 
ound to have hyperbilirubinemia. 

The microscopic appearance of the liver 
in one instance, and in another family 


member examined in another hospital, pre- 
sented the fully developed picture of chron- 
ic — jaundice. In four instances a 


mild degree of pigment deposition was 
the same pigment was noted. In one anic- 
teric member the amount and distribution 
of pigment varied only slightly from the 
normal. It would therefore appear that 


some members of families with chronic 
idiopathic jaundice may have only a border- 
line increase in pigment. 

The conspicuous hepatic pigment dem- 
onstrated in chronic idiopathic jaundice re- 
sults from accumulation of a pigment pres- 
ent in small amount in the centrolobular 
zone of normal livers. 

Bromsulfalein retention and oral chole- 
cystography are not necessarily abnormal 
where accumulation of the pigment is not 
greatly in excess, even in the presence of 
jaundice. Hepatic and pancreatic function 
tests may be entirely normal. 


Joun M. McManon 


ACUTE CHOLECYSTITIS: PLANNED CHOLECYSTECTOMY AT ANY TIME IN 
THE COURSE OF THE DISEASE: A SURVEY OF ONE HUNDRED AND 
SEVENTY-TWO CASES: Alex E. Pearee. J. Int. Coll. Surg. 33:1 (Jan.), 1960. 


A series of 172 consecutive cases of acute 
cholecystitis observed by one surgeon over 
a nine-year period is presented. Early prep- 
aration for surgical treatment included re- 
lief of pain, administration of fluids, and 
use of suction if needed. The value of 
cholecystographic study and, when neces- 
sary, series and tests of he- 
patic function, as well as the care of con- 
comitant disease are described. 

The time selected for operation is usually 
after one night, occasionally two nights, 
and rarely more, so that the best concerted 


attack on the disease may be made, i.e., 
cholecystectomy. 

The concept of a critical period of four 
to 12 days, in the author’s opinion, is falla- 
cious. He feels technical problems are 
greater after the 12th day. The operation 
should be done whenever the symptoms 
and signs fail to subside, regardless of the 
time interval, after the diagnosis is certain 
and after adequate preparation of the 
patient. 


GuEnn S. Rost 
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A CASE FOR ROUTINE OPERATIVE CHOLANGIOGRAPHY: Irving Rudman and 
Merle L. Otto. Illinois Med. J. 117:12 (Jan.), 1960. 


By the citing of six case histories in- 
volving gallbladder surgery, the authors 
construct a strong case in favor of routine 
operative cholangiography being available 
whenever the gallbladder or common duct 
is opened. 

This procedure used in each instance of 
varied biliary tract pathology, contributed 


information that either determined the 
proper operative direction and/or, spared 
the patient obvious additional surgery. It is 
further emphasized that the technical diffi- 
culties involved are much less than those 
attending cystic duct cholangiography. 


Ezra J. 


DANGERS OF PROLONGED ANTICOAGULANT THERAPY IN HEPATIC DIS- 
EASE: W. F. Kliesch, P. C. Young and W. D. Davis, Jr. J.A.M.A. 172:223 (16 Jan.), 


1960. 


After a myocardial infarction a man took 
50 mg. of phenindione twice daily as anti- 
copie prophylaxis against possible recur- 
rences. This regime was followed without 
complication for four years with a pro- 
thrombin determination every six to eight 
weeks, He then developed acute infectious 
hepatitis and severe hemorrhagic diathesis. 
Since acute hepatitis with its widespread 
hepatocellular damage interferes with the 
normal production of prothrombin, and 
since there are no significant stores of pro- 


thrombin in the body, the prothrombin con- 
centration falls rapidly, paralleling the de- 
gree of hepatic fa The phenindione 
potentiates this fall resulting in bleeding. 
The patient responded well to the intra- 
venous administration of Vitamin K, and 
apparently no permanent ill-effect resulted. 
The anticoagulant therapy was permanently 
discontinued and no progression of the 
heart disease was noted. 


SAMUEL M. GILBERT 


CIRRHOSIS OF THE LIVER: A STUDY OF ALCOHOLIC AND NONALCOHOLIC 
PATIENTS IN BOSTON AND LONDON: W. H. J. Summerskill, Charles S. David- 
son, J. Henry Dible, G. Kenneth Mallory, S. Sherlock, Michael D. Turner and Stanley 
J. Wolfe. New Engl. J. Med. 262:1 (7 Jan.), 1960. 


It is not possible to discuss the extensive 
amount of clinical and laboratory data 
evaluated in this well controlled and com- 
prehensive report on Cirrhosis of the Liver. 
Reference to the original article is en- 
couraged. 

Two groups of 35 patients were com- 
pared. One group in Boston consisted of al- 
coholic patients—mainly males living under 
poor social and economic cuminione-- 
wherein the signs of malnutrition were 
common and with the infrequent past his- 
tory of hepatitis. The London group of pa- 
tients excluded those with a history of ex- 
cessive alcohol intake and were mostly 
women whose env‘ronments were normal 
and with rare evidence of severe nutritional 
disturbance. In this group of 35 patients, a 
previous history of hepatitis was known in 
11. The cirrhosis in this latter group was 
considered “cryptogenic” in origin. 

The outstanding clinical findings in this 


group of predominantly females with cryp- 
togenic cirrhosis were usually related to 
portal hypertension. Episodes of hepatic 
— were common with splenomegaly 
eing a more pronounced finding than he- 
patomegaly. When a good response to 
treatment occurred, the initially low serum 
albumin concentrations did not improve 
markedly and the serum globulin levels 
were consistently higher in this group of 
nonalcoholic subjects. 

Pathologic studies of this London group 
(nonalcoholics) revealed the liver to be 
smaller with larger and more irregular-sized 
regenerative nodules being present—resem- 
bling “postnecrotic” cirrhosis. The over all 
course of the disease was that of a slow 
progressively worsening nature. 

The Boston group of patients (alcoholic) 
more often demonstrated a deeper jaundice, 
fever, high neutrophil counts and macrocy- 
tic anemia. Gynecomastia, Dupuytren’s 
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contracture, parotid gland enlargement, and 
greater hepatomegaly were also noted to a 
more prominent degree in this group. When 
a good response to treatment occurred, se- 
rum albumin concentration improved con 
siderably and in general, globulin concen- 
trations were below 3 gm. per 100 ml. Also 
noted in this Boston group were large livers 
with smaller and more regular regeneration 
nodules being present histologically resem- 
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bling “portal” cirrhosis. Liver cells also re- 
vealed more fat and more necrosis than in 
the former group. 

Relapses, usually with jaundice, after re- 
newed excesses of alcohol were common 
among the Boston patients and when a 
clinical response occurred to treatment was 
often dramatic in nature. 


MorTON SCHWARTZ 


CLINICAL EXPERIENCES WITH 120 CASES OF HEPATIC COMA: G. C. Willis. 


Canad. Med. Ass. J. 82:191 (23 Jan.), 1960. 


This paper describes the author’s experi- 
ences in diagnosis and treatment of 120 
cases of neuropsychiatric disturbances of 
hepatic origin. 

All 120 cases were personally examined 
and treated in the wards of Singapore 
General Hospital or Kandang Kerbau Ma- 
ternity Hospital. All had demonstrable liver 
disease: 100 had cirrhosis; 11, acute he- 
patic necrosis of one form or another; and 
9, hepatic malignancy. In addition, one or 
more of the following features were pres- 
ent: 1. disturbances of mental function (48 
cases), 2. coma (86 flapping 
tremor (88 cases). 

A table lists some of the commoner phys- 
ical signs found in the 120 cases studi-d. 
The frequency of these signs is compared 
with that from 100 con¢éurrent cases of 
cirrhosis which were reported free of the 
neuropsychiatric disturbances of hepatic 
origin. Another table lists the precipitating 
factors in the 120 cases of hepatic coma 
with the number of cases and number of 
survivals. The survival rates in 120 
from a single epsidoe of neuropsychiatric 
disturbance of hepatic origin are also tabu- 
lated. 

The plan of therapy was based on the 


cases), 3. 


cases 


SURGERY OF THE BILIARY 
(Jan.), 1960. 


TRACT 


McKittrick emphasizes the symptoms of 


biliary tract disease: 1. gallstone colic, 
acute cholecystitis, 3. stone in the common 
duct, 4. acute pancreatitis, 5. carcinoma of 
the lower ductal system or head of the 
pancreas. 

The author discusses the optimum time to 
operate in acute cholecystitis. He also con- 
siders the differential diagnosis of gallstones 


Leland S. McKittrick. Northw. 


commonly accepted supposition that pa- 
tients with liver disease going into hepatic 
coma are suffering from cerebral intoxica- 
tion due to the products of intestinal putre- 
faction. These products of intestinal putre- 
faction reach the central nervous system 
via an extensive collateral circulation which 
bypasses the liver or alternatively passes 
through the liver, but because liver damage 
is so great detoxifying functions are not 
performed. In most of these cases of cir- 
rhosis both of these factors are contributing 
while in those cases of acute hepatic ne- 
crosis, the factor of collateral circulation is 
excluded and liver cell damage is exclusive- 
ly responsible. It would seem that the fac- 
tor of liver cell damage is considerably 
more contributory to coma than that of a 
collateral circulation. In some cases the in- 
fection was severe and it is suggested that 
further liver damage may have resulted and 

been the mechanism of hepatic coma. 
The results of therapy in cases of acute 
hepatic necrosis were extremely poor and 
it is suggested that intensive corticosteroid 
therapy should be used in the future. In 
cirrhosis of the liver, the present treatment 
has been successful in 74 per cent of cases. 
I. Henry EINse. 


Med. 59:45 


and coronary heart disease and the ques- 
tion of operating for stones if coronary dis- 
ease is present to ameliorate the symptoms. 
He describes his technic of operating on 
the biliary tract. Finally, he believes in the 
prophylactic removal of a_ stone-bearing 
gallbladder. 


SAMUEL L. IMMERMAN 
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CONGENITAL ABSENCE OF THE GALLBLADDER WITH ASSOCIATED GALL- 
STONES—REPORT OF A CASE: Robert M. Hosler. Ohio Med. J. 56:65 (Jan.), 1960. 


The diagnosis of congenital absence of 
the gallbladder is usually made at autopsy; 
occasionally at surgery, otherwise the diag- 
nosis is virtually impossible. Up to 1958 
122 cases have been reported. Hosler re- 
ports a case as follows: A 56-year old 
woman had been subject to upper abdom- 
inal discomfort for ten years; jaundice was 
observed one month before admission. The 
gallbladder did not visualize on a chole- 
cystogram and no stones were seen. At 


laparotomy a gallbladder was not found. 
Incision parallel to the edge of a thickened 
gastrohepatic omentum disclosed three 
stones. A tubular structure which contained 
these stones led to the liver proximally and 
was believed to be the common duct. Chol- 
angiogram showed no additional stones 
postoperatively, the T-tube was removed 
and the patient made an uneventful re- 
covery. 

SAMUEL L. IMMERMAN 


TOTAL ADRENALECTOMY IN THE TREATMENT OF INTRACTABLE ASCITES: 
I. D. Baronofsky, R. E. Faucett and H. A. Weiss. J.A.M.A. 172:231 (16 Jan.), 1960. 


Among patients in whom cirrhosis of the 
liver is accompanied by ascites there is a 
small group in whom the ascites cannot be 
abolished by the usual methods. Two pa- 
tients of this type had failed to improve 
despite bed rest, diets low in sodium and 
moderately high in protein, intravenous ad- 
ministration of serum albumin, and para- 
centesis. 

Recently, failure of the cirrhotic liver to 
inactivate aldosterone, a strongly antidi- 
uretic sodium-retaining hormone of the 


adrenal cortex, has been suggested by sev- 
eral investigators as an important contribu- 
tory cause of the ascites. There is evidence 
that aldosterone activity is increased in 
patients with cirrhosis. On this hypothesis, 
when we were confronted with two such 


patients in the fall of 1956, bilateral adren- 
alectomy was elected. 

In each case bilateral adrenalectomy was 
performed in two stages. In one case, that 
of a 50-year old man, the interval between 
stages was 14 days; in the other, that of a 
36-year old woman, the interval was 12 
days. The woman died two years later of 
delirium tremens but without recurrence of 
the ascites. The man made an excellent 
recovery. When ascites has proved intract- 
able by the above criteria, the authors rec- 
ommend bilateral adrenalectomy provided 
that the liver can reasonably be expected 
to regain some degree of functional com- 
petence, 


SAMUEL M. GILBERT 


THE EFFECTS OF PREDNISONE IN TWO PATIENTS WITH PRIMARY BILIARY 
CIRRHOSIS: A. Bogoch, T. W. Davis, M. H. Duffy, M. M. Baird and H. W. McIntosh. 
Canad. Med Ass. J. 82:248 (30 Jan.), 1960. 


Two patients with primary biliary cirrho- 
sis were studied clinically and by serial 
laboratory determinations, one for a period 
of one year and the other for five years. 
Nitrogen balance studies were carried out 
during the control periods and during the 
periods of administration of cortisone and 
prednisone in one patient for 33 days and 
of prednisone in the other for 37 days. 
Appetite and a sense of well-being in- 
creased in both patients. This improvement 
persisted for 8 months in one patient and 
for almost three years in the other. One 
patient developed ankle edema and ascites. 
This could be considered a manifestation of 
his disease or of steroid administration or 
both. The patient with a family history of 
diabetes mellitus developed hyperglycemia 


which required insulin. He also had a mas- 
sive gastrointestinal hemorrhage, the source 
of which could not be determined. During 
the balance studies and subsequently, while 
the patients were receiving prednisone, cer- 
tain laboratory changes were noted: 1. A 
slightly negative nitrogen balance occurred 
in both patients during treatment with 
prednisone while they were on a restricted 
caloric intake. 2. Serum electrolytes did not 
change significantly during prednisone ther- 
apy. 3. Abnormally high serum globulin 
levels fell and serum albumin levels rose 
slightly in both patients during the balance 
studies, but became abnormal again a few 
months later while the patients were still 
receiving the steroid. 

Jacos A. Riese 


BOOK REVIEWS FOR GASTROENTEROLOGISTS 


CIBA FOUNDATION STUDY GROUP NO. 1: PAIN AND ITCH, NERVOUS MECH- 
ANISM: In honor of Professor Med. Dr. Y. Zotterman, M.D.; Editors for the Ciba 


Foundation: G. E. W. Wolstenholme, 


O.B.E., M.A., M.B., M.R.C.P. and Maeve 


O'Connor, B.A., 120 pages, 41 illustrations, Little, Brown and Company, Boston, 


Mass., 1959. 


On 10 March 1959, a group of clinicians 
and researchers participated in a symposi- 
um dealing with “Pain and Itch: Nervous 
Mechanism,” and came to various conclu- 
sions regarding the role that nerve endings 
are irritated and thus cause itching and 
pain. Pressure and scratching mechanically 


damages or disarranges these very super- 
ficial nerve endings. 

It is rather a controversial subject which 
the physiologist and neurologist may be 
able to solve in the near future. 

References and an index complete the 
text. 


INTRODUCTION TO CELLULAR THERAPY: Professor Paul Niehaus, M.D., 119 
pages, Pageant Books, Inc., New York, N. Y., 1960. Price $3.75. 


The cellular injection as practiced and 
advocated by the Swiss physician, Dr. Paul 
Niehaus, whose theory is that the injection 
embryonic cells of young animals into 
human beings, will revitalize worn out cells 
and restore to health almost any sick part 
of the human body. Fresh cells are pro- 
cured from the corresponding part of the 
fetus of an animal or from the placenta of 
an ewe, or the testicles of a young bull, 
made into a solution and injected directly 
into the patient’s body—living kidney cells 
for sick kidneys, heart cells for ailing hearts, 
etc. 


PHOSPHORUS METABOLISM OF BRAIN: 


istry, Institute of Psychiatry, University 


New York, N. Y., 1960. Price $6.50. 


Much information, previously unpub- 
lished, is given on the relationship of phos- 
phorus metabolism to electrical excitation 
of cerebral tissues as studied in vitro, and 
the effects thereon of the action of certain 
depressants. 


In many maladies and especially in endo- 
crine disturbances, planned polyglandular 
therapy is required, necessitating great skill 
in the selection of the proper cells. 

Professor Niehaus claims that this form 
of treatment revitalizes the system and adds 
virile extra years for the aged. 

It is interesting reading the claim that a 
single treatment is often sufficient, because 
each injection of cells is equivalent to trans- 
plantation of the organ multipled a thou- 
sand times. 

The reviewer recommends the perusal of 
this small but concise essay. 


P. J. Heald, Senior Lecturer in Biochem- 
of London, 194 pages, Pergamon Press, 


This assessment of the relationship exist- 
ing between phosphate metabolism and 
functional activity in central nervous tissues 
will be of great use and interest to workers 
in biochemistry, chemistry and medicine. 


RADIATION PROTECTION AND RECOVERY: Edited by Alexander Hollaender, Oak 
Ridge National Laboratory, operated by the Union Carbide Corporation for the 
United States Atomic Energy Commission, 392 pages, numerous tables and graphs, 
Pergamon Press, New York, Oxford, London, Paris, 1960. Price $10.00. 


Within these pages the reader will find 
scholarly discussions of the biological, phys- 
iological and biochemical methods that have 
been developed for protecting living or- 
ganisms against radiation damage. Empha- 


sis has been made on an integration of the 
many features and theories of radiation 
damage with probable mechanism of pro- 
tection and recovery. 

The book covers the most recent ad- 
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vances in this field, with a basic bibliogra- paratus for diagnosis, are advised to read 

raphy for each chapter and a cross index. Dr. Hollaender’s Radiation Protection and 
Radiologists, physical therapists and, in Recovery. 

general, physicians who employ x-ray ap- 


CURRENT THERAPY—1960—Latest Approved Methods of Treatment for the Prac- 
ticing Physicians: Edited by Howard F. Conn, M.D., with an array of Consulting 
Editors who are well-known clinicians, 808 pages, W. B. Saunders Company, Phila- 
delphia, Pa., 1960. Price $12.00. 


Year after year, Dr. Conn and his co- to-date information in this section. 
workers have given the Medical profession The volume is divided into 16 sections. 
a valuable text, which the general practi- The 16th section consists of a roster of 
tioner and the specialist may consult for drugs, table of pediatric dosages, table of 
the latest therapy in a given disease. metric and apothecaries’ systems, table for 

In the 1960 edition, Dr. Ralph Wayne making percentage solutions and the index. 
Rundles replaces Dr. Sturgis, who retired There is no question that this extensive 
from active practice. Physicians who are volume has everything a physician requires 
interested in the diagnosis of diseases of in his daily practice, and is recommended 
the blood and spleen will find new and up- as a valuable asset to his library. 


INSULIN AND DIABETES—British Medical Bulletin—Volume No. 16, September 
1960: Published by the Medical Department, The British Council, London, W.1, 
England. Price $3.60. 


This volume is devoted to Insulin in Dia- contributors, making an interesting and 
betes by various clinicians, edited by F. G. comprehensive review of the subject. On 
Young, Scientific Editor. page 200 the reader will find notes on the 

Dr. Charles H. Best, Director, Banting contributors. 
and Best Department of Medical Research, Physicians will find interesting and 
Toronto, Canada, reviews “Forty Years of worthwhile material relative to insulin and 
Interest in Insulin”, followed by the other diabetes 


ANATOMY—A Regional Study of Human Structure: Ernest Gardner, M.D., Wayne 
State University; Donald J. Gray, Ph.D., Stanford University and Ronan O’Rahilly, 
M.Se., M.D., Wayne State University, 999 pages, illustrated by Caspar Henselmann, 
W. B. Saunders Company, Philadelphia, Pa., 1960. Price $15.00. 


Here is a book dealing with anatomy and the various comments of the authors. 
which, undoubtedly, supersedes the older It is recommended that all practitioners 
well-known texts. In this beautifully printed should read Drs. Gardner, Gray and 
and illustrated text, the medical student will O’Rahilly’s “Anatomy” as a refresher. Med- 
be introduced to the clinical aspects, mak- ical students, interns and physicians pre- 
ing him interested in rather than shying paring for examinations will find valuable 
away from the old cut and dry texts, which information, not only on anatomy, but also 
we had to memorize. x-ray illustrations of the various bodily 

The reviewer enjoyed reading the text structures. 


PROCEEDINGS OF AN INTERDISCIPLINARY CONFERENCE ON SELF-ORGAN- 
IZING SYSTEMS—Co-sponsored by Information Systems Branch of Office of Naval 
Research and Armour Research Foundation of Illineis Institute of Technology: Edited 
by Marshall C. Yovets and Scott Cameron, 322 pages with numerous graphs and 
equations, Pergamon Press, New York, N. Y., 1960. Price $8.50. 


The 14 papers presented at this confer- and Psychology should be of interest to men 
ence by the various authors representing in these fields. 
fields in Biology, Engineering, Mathematics 
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BOOK REVIEWS 


SURGICAL GASTROENTEROLOGY, CONSIDERATIONS BASED ON PATHOLOG- 
IC PHYSIOLOGY: Warner F. Bowers, A.B., B.Se., M.D., M.Se., Ph.D. (Surg.) Diplo- 
mate Am. Board of Surgery, Fellow and Past Governor, American College of Sur- 


geons, formerly, Chief, Dept. of Surgery and General Surgery Service at Brooke U.S. 


Army Hospital, Fort Sam Houston, Texas; formerly, Prof. of Surgery, Graduate 
School, Baylor University. Medical illustrations by George J. Thomas, A.B., M. Med. 
Art., 498 pages, Charles C Thomas, Springfield, Ill, 1960. Price $18.50. 


Surgeons, particularly, as well as all phy- 
sicians will greatly benefit from Dr. Bowers’ 
superb text on surgical gastroenterology. 
The material, suggestions and illustrations 


are superb and informative. 

The two-column format is easy to read 
Bibliography and an extensive index en- 
hance the volume 


PSYCHOLOGICAL TLCHNIQUES IN DIAGNOSES AND EVALUATION: Theodore 
C. Kahn, Ph.D. and Martin B. Giffen, M.D., 164 pages, Pergamon Press, New York, 


N. Y., 1960. Price $6.50. 


The authors of this manual are well 
known clinicians in their specialty. It is a 
worthwhile text, especially for all those in- 
terested in the various tests to determine 
the state of the nervous and psychotic pa- 
tient. On page 27 the reader will find dis- 


cussion of the Wechsler test; on page 30 
the Rorschach test; page 43 examples of 
the Stanford-Binet test; etc. 

Physicians, especially pediatricians, will 
find valuable suggestions between the 


covers. 


throughout 
the entire 

G. |. tract- | 
throughout Sustase 
its entire 

pH spectrum- 


As indicated in: dyspepsia, colitis, flatulence, 
constipation, diverticulitis, abdominal distention 


GERIATRIC PHARMACEUTICAL CORP. 


uniquely 
active 


tri-enzymatic digestion 
of carbohydrates, proteins, 
vegetable roughage (cellulose) 


Each tablet contains: Gerilase (standardized amylo- 
lytic enzyme) 30 mg., Geriprotase (standardized 
proteolytic enzyme) 6 mg., Gericellulase (standardized 
cellulolytic enzyme) 2 mg. 


45 Commonwealth Boulevard, Bellerose, New York 


who 

works the 
“night shift” 
tin ulcer 
therapy? 
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+ ANTICHOLINERGIC WITH 
STAYING POWER 


DARICON provides most patients with effective night-long 
control of gastric secretion with a single bedtime dose. 


PFIZER LABORATORIES DIVISION, CHAS. PFIZER & CO., INC. NEW YORK 17,.N.Y.> Pfizer 
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INDICATIONS 


SIDE EFFECTS AND 


+ 


ADMINISTRATION AND, DOSAGE 


WwW 


SUPPLIED 


CAUTION: 


y 


ertail 


IN COMING ISSUES 


Papers to be presented before 
the 26th Annual Convention and 
Course in Postgraduate Gastroen- 
terology of the American College 


of Gastr« enterology. 


These, in addition to other orig- 
inal articles, abstracts of current 
literature, editorials and book re- 
views. 


Use convenient coupon below to 
insure your uninterrupted receipt 


of these important issues. 


Use this blank for subscribing to 


American Journal Gastroenterology 


33 West 60th Street 
New York 23, N. Y. 


Enclosed please find $ 
which you are to enter my subscription to 
THE AMERICAN JOURNAL OF GasTRO- 
ENTEROLOGY, starting with the 


..issue, as indicated below. 


1 year $8.00 [] 2 years $14.00 
($10.00 foreign) ($18.00 foreign) 
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Dulcolax 
the laxative 
witha 
bibliography 


The extensive bibliography* on Dulcolax, amounting 
to almost 100 clinical reports, strongly affirms its 
Clinical advantages. 


Induces Natural Evacuation 

The action of Dulcolax is based on simple reflex pro- 
duction of large bowel peristalsis on contact with the 
colonic mucosa. As a result, stools are usually soft 
and well formed and purgation is avoided. 


Predictable Action 

With Dulcolax tablets action is almost invariably ob- 
tained overnight...with suppositories action occurs 
within the hour. 


Wide Application 

Dulcolax is as well adapted to preparation for radio- 
graphic and operative procedures as it is to the treat- 
ment of constipation. 


*Detailed literature, including complete bibliography, 
available on request. 


Dulcolax®, brand of bisacodyl: Tablets of 5 mg. and 
suppositories of 10 mg. Under license from C. H. 
Boehringer Sohn, Ingelheim. 


Geigy Pharmaceuticals 
Division of Geigy Chemical Corporation 
Ardsley, New York DU 568-60 
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In 

gastric disorders: 
physician-preferred 
agents to 

relieve symptoms 
and 

promote recovery 


peptic ulcer 


hiatus hernia 


gastric uicer 


j 

; 

y, 

esophagitis 
VA 
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in gastritis 
topical anesthetic relieves 


gastric 


discomfort 


oxethazaine topically anesthetizes the mucosa in both 
the acid stomach and alkaline esophagus 


« new OXAINE M minimizes risk of constipation— 
Palatable and well tolerated OXAINE M promotes good 
patient cooperation and comfort. 


4 
a 
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THERAPEUTIC EFFICACY IN CLINICAL TRIALS 
in gastritis', esophagitis?, peptic ulcer“, irritable bowel 


syndrome® and related disorders 


Schwartz and Spertus® used oxethazaine in alumina gel for hiatus hernia, 
esophagitis and gastritis in patients whose conditions were difficult to control 
without surgical intervention. Oxethazaine in alumina gel (with diet and anti- 
cholinergics) was significantly effective in these patients. The authors believe 
that surgery may often be avoided by the use of Oxarne in these difficult 
gastrointestinal problems. 

OXAINE and OxaINE M were used in a series of patients referred because of 
lack of success with conventional therapy for complicated gastrointestinal 
problems. Of 56 patients, good to fair response was reported with OxaINE and 
Oxalne M. “In all cases there was no lasting improvement until oxethazaine 
was added to the regimen.”? Oxarne and Oxarne M were adjudged useful 
adjuncts to the medical management of peptic ulcer, gastroduodenitis and 
esophagitis, hiatus hernia, exaggerated gastrocolic reflex, and achalasia. 


AINE M 


Oxethazaine in Alumina Gel with Magnesium Hydroxide, Wyeth 


OXaINE M is a demulcent, antacid, topical anesthetic. An improved formu- 
ation, OxaIne M contains magnesium hydroxide, alumina gel, and oxetha- 
zaine for relief of discomfort with minimal possibility of constipation. 

Oxethazaine—the potent topical anesthetic in OxAINnE M—is 500 times more 
potent topically than cocaine. Oxethazaine is evenly distributed over the 
gastric mucosa by the alumina gel vehicle and its action is prolonged. Oxetha- 
zaine is stable in gastric contents; its effectiveness and duration of action are 
almost unaltered despite changes in gastric pH. 

Topical application of local anesthetics has been shown to inhibit release of 
the acid-stimulating hormone, gastrin, from the antrum of the canine stomach. 
This beneficial action may provide another aid for the control of gastric hyper- 
secretion. Patient cooperation during therapy with OxaINE M is encouraged 
by pleasant taste and smooth texture of Oxarine M. 


References: 1. Deutsch, E., and Christian, H.J.: J. Am. Med. Assoc. 169:2012 
(April 25) 1959. 2. Jankelson, I.R., and Jankelson, O.M.: Am. J. Gastroenterol. 
32:636 (Nov.) 1959. 3. Moffitt, R.E.: Rhode Island Med. J. 44:151 (March) 1961. 
4. Hollander, E.: Am. J. Gastroenterol. 34:613 (Dec.) 1960. 5. Jankelson, O.M., 
and Jankelson, I.R.: Am. J. Gastroenterol. 32:719 (Dec.) 1959. 6. Schwartz, I.R., 
and Spertus, I.: Scientific Exhibit, A.A.G.P., Miami Beach, April 16-20, 1961. 


For further information on limitations, administration and prescribing of 
OxaiNne and OXAINE M, see descriptive literature or current Direction Circular. 


Wyeth Laboratories Philadelphia 1, Pa. 
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basic antacid 
therapy 


for peptic ulcer 


ALUDROX 


Suspension and Tablets 
Aluminum Hydroxide with Magnesium Hydroxide, Wyeth 


relieves pain 
neutralizes gastric acidity in range of pH 3 to 5 
inactivates pepsin and promotes healing 

avoids constipation and acid rebound 


comprehensive 
therapy 
for peptic ulcer 


antacid 
three beneficial actions: sedative 
anticholinergic 


ALUDROX 


Suspension and Tablets: Aluminum Hydroxide with 
Magnesium Hydroxide, Ambutonium Bromide and Butabarbital, Wyeth 


relieves pain 
calms emotional distress & 
controls acidity 


inhibits gastric motility focal 
reduces gastric secretion 


COLO-BAR 


ready-to-eat gallbladder evacuant 


Oily mixtures and a heavy fat meal may be fine 
for Eskimos, but your gallbladder patients will 
really appreciate the new and unique COLO- 
BAR. Extremely palatable, it requires no prepa- 
ration or mixing, and its ready-to-eat quality will 
save time in the busy X-Ray Department. 


COLO-BAR contains a specially processed con- 
centrate of egg yolk in a stable blend of pure 
vegetable fats with chocolate flavor. It causes 
contraction of the gallbladder within thirty to 
forty-five minutes after eating. 


COLO-BAR is a tasty and appealing gallbladder 
evacuant in convenient bar form so handy for 
radiologist and patient alike. When you use 
COLO-BAR you not only improve your diag- 
nosis, but “treat” your patient at the same time. 


Available in boxes of one dozen and three dozen bars; 
each bar 22 grams net weight. 


E. FOUGERA & COMPANY, INC. Hicksville, Long Island, N. Y. = 
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Controlled animal experiments show that roterized bismuth 
subnitrate (the basis of Romach) prevents peptic ulcers 
due to reserpine or stress.’ 


Clinically, Romach tablets give effective relief in 90% of 
ulcer cases and reduced relapses in 82%.’ Romach relieved 
epigastric pain and discomfort, heartburn, flatulence, gas 
bloating and anorexia." 


Roentgenologically, Romach cleared the ulcer crater in 
81% of cases.* 


There are no contraindications, no side effects, no acid 
rebound. 


Composition: Roterized bismuth subnitrate 350 mg. com- 
bined with standard antacids. 
Dosage: 2 tablets in warm water 3 times a day, immediately 
after meals. 
Supply: In bottles of 60, 150, 660 and 1000 tablets. 
Samples, formula and reprints on request. 
Use coupon below. 
Sole Distributors for the United States 


ROR CHEMICAL COMPANY 


2268 FIRST AVE., NEW YORK 35, N. Y. 


ROR CHEMICAL COMPANY 
2268 First Avenue, New York 35, N. Y. 


References: Gentlemen: 

1. Damrau, F., Am. J. Gastro-, Please send me, samples, formula and reprints. 
enterol. 35:612, 1961. 

2. Hamilton, R.R., Brit. M.J. Dr. 
2:827, 1955. 

3. Feinblatt, H.M., Journal- Street__ 
Lancet. 80:37, 1960. 


4. Kupersmith, LH., Am. J. 
Gastroenterol. 28:439, 1957. 


SECRETIN and 
PANCREOZYMIN 


FOR These two preparations can play important 
CONFIDENT DIAGNOSIS rolesas diagnosticagentsin gastroenterology. 
IN GASTROENTEROLOGY They may be used with confidence in the 

serum enzyme test and the duodenal as- 
piration test. 

SECRETIN 

is supplied in 10 cc rubber-capped vials each 
containing 80-100 units. The potency is de- 
clared on each vial following biological assay. 
PANCREOZYMIN 

is supplied in 20 cc rubber-capped vials each 
containing 100 units. 


Please write for further information and supplies to: 
IP INTERNATIONAL DIVISION 
BOOTS PURE DRUG COMPANY LIMITED 


A NOTTINGHAM - ENGLAND 
MEDICAL 
PRODUCT 


Proof! | 


WHEN ANXIETY IS A FACTOR IN 


AEROPHAGIA / DYSPHAGIA/ ANOREXIA/ RETCHING/ COLITIS/ G.1. SPASM 


PYROSIS/ FLATULENCE/ CARDIOSPASM/ FUNCTIONAL G.I. DISTURBANCES 
NAUSEA / DYSPEPSIA / SPASTIC COLON / PEPTIC ULCER / GASTRITIS 
PYLOROSPASM / PRURITUS ANI / UPPER ABDOMINAL DISCOMFORT 
DIARRHEA / GLOBUS HYSTERICUS / INTESTINAL HYPERMOTILITY 


LIBRIUM ii: 


LIBRIU m® + ydrochloride— 


Librium covers a wider range of anxiety-linked symptoms than any tranquilizer or 
other “equanimity-producing” agent; provides superior, safer, faster control of com- 
mon emotional disturbances—with no sacrifice of mental acuity, no dulling of the 
personality. A marked advantage of Librium therapy: compiete freedom from G. |. 
side effects;? in particular—no superimposed diarrhea, no nausea, no constipation.” 
Librium studies of particular significance in the area of gastro- 
intestinal disorders: 1. D. C. English, Curr. Therap. Res., 2:88, 
1960. 2. L. J. Thomas, Dis. Nerv. System, 21:(Suppl.), 40, 1960. 
3. H. H. Farb, ibid., p. 27. 4. G. L. Usdin, J. Louisiana M. Soc., 
LABORATORIES 112:142, 1960. 5. M. E. Smith, Am. J. Psychiat., 117:362, 1960. 


Division of Hoffmann-La Roche Inc.. 


nsult literature and dosage information, available 
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important new drug in the 
treatment of Amebiasis 


90% cures with ANAMEBA*® 


Re-examinations four months 
later showed 90% of 
the patients were 
still cured, 


(From Craig and Faust, 
Clinical Parasitology) 


19% INCIDENCE: ANAMEBA SPECIFIC 
FOR AMEBIASIS 


Frye and Lampert! recently studied the 
effect of Anameba in the treatment of 
asymptomatic Endameba histolytica 
carriers. They concluded that ‘Results 
of treatment . . . with Anameba in a 
group of 23 carriers of E. histolytica 
were excellent. No toxic reactions or 
side effects were noted among the 49 
subjects who received the drug... 
There was no nausea, diarrhea or other 
sign of toxicity or side effects.” 


RESULTS OF POST-TREATMENT STOOL EXAM- 
INATIONS FOR E. HISTOLYTICA 


No. Positive 


No. of Patients No. of No. Positive — — Course 
Exami: tment tment 


xamined Controls | Before T 


8 DAYS OF TREATMENT RESULTS 
IN 909% CURES 


A single course of treatment (1 tablet t.i.d. for 8 
days) results in improvement or complete allevia- 
tion of symptoms. Relief of symptoms of abdominal 
distress and flatulence is prompt. No toxic reactions 
or side effects occur, and no alteration in diet is 
necessary during Anameba therapy. 


Each Anameba tablet contains: Iodochlorhydroxy- 
quin 125 mg., and Bacitracin-methylene disalicylate 
5000 U.S.P. Units. Supplied: In bottles of 24 tablets. 


When you suspect amebiasis—specify ANAMEBA. 
For additional information, please write our Med- 
ical Department. 


1. Frye, W.W., and Lampert, R.: Treatment of 
Asymptomatic Endamoeba histolytica Carriers with 
a Formulation of Bacitracin-Methylene Disalicylate 
and Iodochlorhydroxyquin (Anameba). 


‘Am. J. Gastroenterol. 34:429-432 (Oct.), 1960. 
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kor the 
irritable 
(;.1. tract 


Milpath acts quickly to suppress hypermotility, 
hypersecretion, pain and spasm, and to allay 


anxiety and tension with minimal side effects. 


AVAILABLE IN TWO POTENCIES 


MILPATH-400—Yellow, scored tablets of 400 mg. Miltown 
(meprobamate) and 25 mg. tridihexethyl chloride. 

Bottle of 50. 

Dosage: | tablet t.i.d. at mealtime and 2 at bedtime. 
MILPATH-200—Yellow, coated tablets of 200 mg. Miltown 
(meprobamate) and 25 mg. tridihexethy] chloride. 

Bottle of 50. 


Dosage: | or 2 tablets t.i.d. at mealtime and 2 at bedtime. 


Milpath 


®Miltown + anticholinergic 


WALLACE LABORATORIES Cranbury, N. J. 
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IN MANY GASTROINTESTINAL DISORDERS, 


you may wish to try the simple measures first...dietary control, a 
good antacid, drastic reduction of smoking 
and drinking. Some of the less complicated 
gastrointestinal disorders will respond to 
.this common-sense regimen. On the other 
hand, in many cases you will decide upon 
an anticholinergic. And while you're plan- 
ning the over-all regimen, one conclusion 
probably becomes inescapable: any lasting 
improvement depends also on control of the emotional component. 


FOR COMPREHENSIVE MANAGEMENT, 


Librax combines two exclusive developments of Roche research in 
a single capsule: Librium, the successor to 

the tranquilizers and Quarzan, a superior 

new anticholinergic agent. Librax helps 

control the anxiety and tension so frequent- 

ly associated with gastrointestinal disor- V4 
ders; does not cause diarrhea or other 

undesirable effects in the digestive tract. 

Quarzan offers effective antispasmodic- 

antisecretory action; produces fewer, less pronounced side reac- 
tions than other anticholinergic agents. Clinical trials have estab- 
lished the value of Librax specifically in the following conditions: 
peptic ulcer, gastritis, hyperchlorhydria, duodenitis, pylorospasm, 
ulcerative or spastic colitis, biliary dyskinesia, cardiospasm, and 
other functional or organic disorders of the gastrointestinal tract. 


Each Librax capsule provides 5 mg 
Librium HC] and 2.5 mg Quarzan Br. 


Consult literature and dosage 


information, available on NEW 
request, before prescribing. 

LIBRAX"™ 

LIBRIUM® — 7-chloro-2-methylamino- 

5-pheny!-3H-1,4-benzodiazepine 4-oxide 

QUARZAN® — 1-methyl-3- 

benziloyloxyquinuclidinium 

ROCH 


j Division of Hoffmann-La Roche Inc. 
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INDICATED: 


Gelusil ends ulcer pain promptly and protects 
against acid-pepsin attack with a demulcent 
coating of two gels. Gelusil neutralizes and 
adsorbs excess acid -=- encourages natural 
healing. 


Gelusil is inherently nonconstipating -- con- 
tains no laxative because it needs none. Is 


this true of the antacid you now prescribe? 


Each tablet or teaspoonful af Gelusil contains aluminum hydroxide (Warner-Chilcott) 
4 gr. and magnesium trisilicate U.S.P 714 er. 
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IN CHRONIC, 


FUNCTIONAL 


CONSTIPATION 


DOXIDAN 


FOR GENTLE, EFFECTIVE LAXATION 


Doxidan is a safe gentle laxative containing a superior 
fecal softener and the mild peristaltic stimulant, dan- 
thron. Because the fecal softener is highly effective, 
a subclinical dose of danthron is all that is needed to 
promote easy normal evacuation. Doxidan has been 
shown to be clinically effective in atonic constipation 
caused by previous use of harsh cathartics, during 
pregnancy and the puerperium, and in hemorrhoidal 
and postoperative conditions where avoidance of 
straining at stool is desirable.‘.? 

Doxidan effects easy defecation, free of pain, strain 
and cramping.! As a result, “rebound constipation” is 
largely obviated and the tendency toward laxative 
dependency is greatly reduced. 

FORMULA: Each capsule contains 50 mg. danthron 


(1, 8-dihydroxyanthraquinone) and 60 mg. calcium 
bis-(dioctyl sulfosuccinate). 
LLOYD BROTHERS, INC. DOSAGE: Adults and children over 12, one or two 
. capsules. Children, age 6 to 12, one capsule. Admin- 
istered at bedtime for 2 or 3 days or until bowel move- 
ments are normal. Supplied in bottles of 30 and 100 
soft gelatin capsules. 
1. Beil, A. R. and Brevetti, R. E.: Management of constipation during the 
puerperium, New York State J. Med. 60:2706-2707, September 1, 1960. 
2. McCarthy, E. V.: Calcium bis-(diocty! sulfosuccinate) in treatment of 
constipation, Clin. Med. 7:2257-2259, November, 1960. 
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